wo 2008/076415 



PCT/US2007/025751 





Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


226 


OH 

1 H T ^ 
F 


3-^l-^H^pthv]9fnjnn^nmAul1 1 ffX A 

J Li%uicuijriaini[io^propyij"i"^|j,«i- 
difluoro-2-K2-fluoro-4- 
iodophenyl)ainmo]phenyI}carbonyl}aze 
tidin-3-ol 


227 


F H V^^--^ ^S^H 


3"({(l'({3,4-difluoro-2-[(2-fluoro-4- 
iodophcnyl)aniino]phenyI}carbonyl)-3- 
hydn)xyazetidin-3-yl]methyl}aniino)-5- 
(hydroxyin6thyl)cyclopentane-U-diol 


228 


H, 

F 


1 -({3,4-difluoro-2-[(2.fluoro-4- 

iodophenyl)amino]phenyl)carbonyl)-3- 

piperidin-2-ylazettdio-3-ol 


229 


F 


l-({3,4-dinuoro-2-[(2-fluoro-4- 

jodophenyl)ainino]phenyl}carbonyl>3- 

{[(3- 

fluorophenyl)ainino]methyl}azetidin-3- 
ol 


230 


H. 


l-({3.4-difluoro<-2-[(2-fluon>^- 
iodophenyl)amino]phenyl}caibonyl>-3- 
(1 -methylpiperidin-2-yI}azetidin-3-ol 
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Cmp 
No. 


d 

Structure 


Name 




231 


HN Un 0 
F 


.1 -jf -({3,4-dinuoro-2-[(2-fluoro-4- 

iodophenyl)amino]phenyI}carbonyI)-3 

hyd»oxya2ctidin-3-ylJmcthyI)guanidii« 


] 


232 


n'^ 0 

F 


.l-{[H{3,4-difluoro-2-[(2-fluoro^- 
iodophenyl)amino]phenyl}carbonyl).3- 
hydroxyazetidin-3-yl]methyl}-3. 
nitroguanidine 




233 


OH 

F 0 
F 


1 -[ 1 -({3,4-difluoro.2-[(2-fluor<>4- 
iodophenyl)amino]phenyl}carbonyI)-3- 
hydroxyazetidin-3-yl]ethyl}acetamide 




234 


OH 

F <^ii^H-J^ O 


i2R).Af-{l -[1 -({3.4-difluoro-2-r(2- 
fluoro-4- 

iodophenyl)aininojphenyl}carbonyl).3. 
hydroxyazctidin-3-yI]ethyl}.3,3,3- 
trifluoro-2-{inethyloxy)-2. 
phenylpropanamidc 




235 

1 




-<{3,4-difluon>.2-((2-fluor<H*- 
»dopheDyl)aminoIphenyl}carbonyI>3- 
(iwperidiii-4- 

inethyI)aiiiino]methyI}azetidin-3-ol 
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Table 1. Representative M 
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Strncture 


Inhjbitors 

Name 


1 236 


" H 

F 


3-{K3-aminopropyl)amino]niethyl}.i- 
(^'''-<''"uoro-2-[(2-fIuoro-4- 


237 

H 


F 

F 


H{3,4-difluoro-2-[(2.fluoro-4- 
yl)phenylJmethyI}ainino)methvna»«iHj 


238 
239 

1 




1 

J-«iienyl}carbonyI)azetidin-3-ol 


F 


-({3.4-difluoro-2-[(2.nuor(M- 
odophenyI)amino]phenyl}carbonyl>-3- 

y^xycycIohexyl)ami„oJmed,yI)a«ti 


240 

1 


T 


({3,4-difIuoro-2-((2-fluoro-4- 
j|^^''°'*P"'Pyl)anjinoJmethyl}azetid ^ 
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Table 1. Representative MEK Inhibitor 


Cmpd 
No. 


Structure 


Name 


241 


OH 

I^V^f F F 
F 


l-({3.4-difluoro-2-[(2-fluoro-4- 
iodopheny l)ainino]pheny 1 } carbony l>3 - 
{1(3.3.3- 

trifluoropropyl)ainino]tnethyl}azetidin- 
3-ol 








242 


1 H I Ov NH 
F 


A'-[3-({[H{3.4.difluoro-2-[(2-fluoro-4. 
iodophenyl)anitno]phenyl}carbonyl>3- 
hydroxyazetidin-3- 

yl]methyl}ainino)phenyl]inethanesulfon 
amide 


243 


H 

O H ,9 

rf- 


A'-{[l-({3.4-difluoro-2-l(2-fluoro-4- 
iodophenyl)ainino]pheny 1} carbonyl)-3- 
hydroxyazetidin-3- 








244 


P O^N~J N-NH 
F 


3-( { [ 1 -( { 3,4-difluoro-2-((2-fluoro-4- 
iodophenyl)ainino]phenyl } carbony l)-3- 
hydroxyazetidin.3-yl]methyl } amino)- 
l//-pyiazol-S-ol 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


245 




( I R,2S)-4-i { [ 1 -( {3,4-dinuoro-2-t{2- 
fluoro-4- 

iodophenyl)amino]phenyl}carbonyl>3- 
hydroxyazetidin-3- 

yl]methyl}amino)cyclopentane- 1 ,2-diol 


246 


OH 


l-({3.4-difluoro-2-[(2-fluoro-4- 
iodophenyl)ainino]phenyl}carbonyl)-3- 
({[l-(hydroxyinethyl)cyclohexyl]aniino 
}methyl)azetidin-3-ol 


247 




3-{[(3-chlorophenyl)amino]<nethyl}- 1 - 
({3,4-difluoro-2-[(2-fluoro-4- 
iodophenyl)aminolphenyl}carbonyl)aze 
tidin-3-ol 
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Table 1. Represeotative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


248 


HO 


3- {[(4-chloropheny Oaminojmethy 1 } - 1 - 
({3,4-difluoro-2-[(2-fluoro-4- 
iodophenyl)ainino]phenyl}carbonyl)az6 
tidin-3'Ol 


249 


HO yNH, 


3-((5-ainino-3-njethyl-l//-pyra2ol-l- 

yl)inethyl]-H{3,4-difluoro-2-t(2- 

fluoro-4- 

iodophenyl)aiiiino]phcnyl}carbonyl)aze 
tidin-3-ol 


250 




H{3,4-dinuoro-2-[(2-fluoro-4- 
iodoi*enyl)ainino]phenyl}carbonyl)-3- 
{{(5-methy1-I//-pyra2ol-3- 
yl)aniino]methyl}azetidin-3-ol 


251 


F 


l-({3,4-difluor«>-2-[(2-fluoro-4- 

iodophenyl)ainuio]phenyl}carbonyl)-3- 

(l-ethylpyiTolidin-2-yl)azetidin-3-ol 
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Cmpd 
No. 


Structure 


Name 


252 


OH 


(2/f)-A'-{(lS)-l-[H{3,4-difluoro-2-[(2- 
fluoro-4- 

iodophenyl)aiiiino]phenyl}carbonyl)-3- 
hydroxyazetidin-3-yl]ethyl} -3,3,3- 
trifluoro-2-(nietfayloxy}-2- 
phenylpropanamide 


253 


F 


l-({3,4-difluOTO-2.t(2-fluoro-4- 
iodophenyl}a(nino]phenyl} carbonyl)-3- 
(([4- 

(inethyloxy)phenyl]8mino}methyl)azeti 
din-3-ol 


254 


F 


3-(l-ainino-2-methylpropyl>l-({3,4- 
difluoro-2-[(2-fluoro-4- 
iodophenyl)ainino]iAenyl} carbonyl)aze 
tidin-3-ol 








255 




({3,4-difluoro-2-[(2-fluon>4- 

iodophenyl)aiiiino]phenyl}carbonyl}aze 

tidin-3-ol 
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Cmpd 
No. 


Structure 


Name 


256 


F 


l-({3,4-difluoro-2-[(2-fluoro-4- 

iodophcnyl)amjno]phenyl}carbonyl)-3- 

{[(2-hydroxy-2- 

methyIcyclopentyl)aniino]inethyI}azeti 
din'3-ol 


257 


9" H 

F 


K{3,4-dinuoro-2-[(2-fluoro^- 
iodophenyl)ainino]ptienyl} carbonyl)-3- 
{l-[(4- 

hydroxycyclohexyl)amino]ethyl)azetidi 

n-3-ol 


258 


\ 
O 

HO P \ k.Lj OH 

HO OH T H J 

F 


methyl (2xi)-2-deoxy-2-({[l-({3,4- 

difluoro-2-[(2-fluoro-4- 

iodopheny l)amino]pheny 1) carbonyl>3 - 

hydn)xyazetidin-3-yllmethyl} amino)- 


259 


H. 

F 


l-({3,4-difluoro-2-[(2-fluoro-4- 

iodophenyl)amiiio]phenyl)cari)onyl>3- 

pyridin-2-ylazetidin-3-ol 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


260 


H OH 

? 

F 


l-({3,4-difluoro-2-[(2-fluoro-4- 

iodophenyl)ainino]phenyl}carbonyl>3- 

({[1- 

(hydroxymethyl)cyclopentyl]amino}me 
thyl)azetidin-3-ol 


261 




1 ^no-3-{t 1 -({3,4-difluoro-2-[(2- 
fluoro-4- 

iodophenyl)amino]phenyl}carbonyl>3- 
hydroxy8zetidin-3-yl]methyl} guanidine 


262 




6-({3-[(ethylamino)niethyl]-3- 
fluoroazetidin- 1 -yl}carbonyI)-2,3- 
difluoro-Af-(2-fluoro-4- 
iodophenyl)aniline 


263 




1 -{{3,4.dinuoro-2-[(2-fluoro-4- 

iodophenyl)amino]phenyl}caibonyl)-3- 

(l.nitK)ethyl)azetidin-3-ol 
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Cmpd 
No. 


Structure 


Name 


264 


H 

F 


l-({3,4-difluoro-2-[C2-fluoro-4- 

iodophenyl)amino]phenyl}carbonyl)-3- 

{[(3-nuo«M- 

hydroxyphenyl)amino]methyl} azetidin- 
3-ol 


265 


H 


l-({3,4-difluoro-2-I(2-Huoro-4- 
iodophenyl)amino]pheny 1} carbony 1>3- 
{[(2-fluoro-4- 

hydroxyphenyl)amino]methyl}azetidin- 
3-oI 


266 


HQ 1 


3-(l-aininoethyl)-l-({8-chloro-7-[(2- 
fluoro-4- 

iodophenyl)ainino]imidazo[ 1 ,2- 
a]pyridin-6-yl}cari)onyl)a2etidin-3-ol 


267 


OH 

1 / 


l^{3,4^inuoro-2-[(2-fluoro-4- 

iodophenyl)aminolphenyl}carbonyl)-3- 

[l-(methylamino)ethyl]a2Btidin-3-ol 


268 




H{8-nuoro-7-[(2-fluoro-4- 
iodophenyl)ainino]iniidazo[l ,2- 
a]pyridin-6-yl}carbonyl)-3-[(2S> 
piperidin-2-yl]azetidin-3-ol 
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Table 1. Represeotative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


269 




l-({8-nuoro-7-[(2-fluoro-4- 
iodophenyl)amino]itnidazo[l^- 
a]pyridin-6-yl} caibonyl)-3-{(lS>l- 
K2-hydn)xy-2- 

inethylcyclopentyl)aminolethyl}azeti 
din-3-o1 


270 


OH H 

F 


l-({3,4-difluoro-2-l(2-fluoro-4- 
iodophenyl)amino]phenyl}caibony!)-3- 
( 1 W-iinidazol-2-yI)azetidin-3-ol 


271 


H. H 

F 


J-({3,4^ifluoro-2-l(2-fluoro-4- 

iodophenyl)amino]phenyl}carbonyl>-3- 

(l//-pynDl-2-yl)azetidin-3-ol 


272 




iV-{[l-({3,4-difluoro-2-[(2-fluoro-4- 
iodophenyl)aniino]phenyl}carbonyl)-3- 
hydroxyazetidin-3- 
yl]mcthyl}benzenecarboxiinidainide 


273 


H2N. H HO 


3-({[(E>l-aniino-2- 
nitroethenyUaminoJinethyO- 1 -({3,4- 
difluoro-2-l(2-fluoro-4- 
iodophenyl)aininolphenyl}carbonyl)aze 
tidin-3<ol 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


274 


OH 


1 -( {3 ,4-difluoro-2-[(2-fluo^o-4- 
iodophenyl)amino]pheny^) carbonyl)-3- 
{l-methyl-l-nilroethyl)azetidin-3-ol 


275 


F 


3-(l -amino-l-methylethyO-H {3,4- 
difluoro-2-[{2-fluoro-4- 
iodophenyl)amino]phenyl}carbonyl)aze 
tidiii-3-ol 


276 


F 


3-[(l //-beiiziinidazol-2- 

ylainino)methyl]-l-({3.4-difluoro-2- 

[(2-fluoro^ 

iodophenyl)aniino]phenyl}carbonyl)aze 
tidiii-3-ol 


111 


F hV h 


l-({3,4-difluoro-2-[(2-fluoro-4- 
iodophenyI)amino]phenyl}carbonyl) 
•3-[(l//-iinidazoI-2- 
ylaniino)methyl]a2etidin-3-ol 


278 


F 


methyl {l-[l-<{3,4-difluoro-2-[(2- 

iodophenyl)atnino]phenyUcart>onyl).3- 
hydroxya2etidiii-3-yl]ethyl}cart)amate 
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Cmpd 
No. 


Structure 


Name 


279 


0 "i* 

F 


3-{ li/-benzimidazol-2-yl)- 1 -({3,4- 
difluoro-2-[(2-fluoro-4- 
iodophenyl)aminolphenyl}cari)onyl)aze 
tidin-S-ol 


280 


OH/ 

F 


K{3,4-difluoro-2-[(2-fluoro-4. 
iodophenyl)an»ino]phenyl}carijonyl)-3- 


281 


F 


l-({3,4-difluoro-2-[(2-fluoro-4- 
iodopheny>)ainino]phenyl}carbonyl)-3- 
[(pyriinidin-2-ylamino)methyl]azetidin- 
3-oJ 


282 


F 


H{3,4-difluoro-2-[(2-fluoro-4- 
iodophenyl)aiiiino]phenyl}cart)onyl)-3- 

ol 


283 


F 


1 -({3,4.difluoro-2-[(2-fluoro-4- 
iodophenyl)aininoJphenyl}carbonyl)-3- 
{l-methyH//-iniidazol-2-yl)azetidin-3- 
ol 
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Cropd 
No. 


Structure 


Name 








284 




3-(l-aminobutyl)-I-({3,4-difluoro-2- 
[(2-fluora4- 

iodophenyl)aiiiino]phenyl} carbony l)aze 
tidia-3-ol 


285 


i Sj^ OH 
F N 


1 -({2-nuoro-3-[(2-fluoro-4- 
iodophenyl)amino]pyridin-4- 
yI}carbonyl)-3-[(2S)-pyirolidin-2- 
yl]azetidin-3-oi 


286 


OH 


I-({8-fluoro-7-[(2.nuoro-4- 
iodophenyl}aininoH- 
methylcinnoIiii-6-yl)caibonyl)-3- 
[(2S)-piperidin-2-yl]azetidiii-3-ol 


287 


H 

F 


3-[ainino(phenyl)methyl]- K{3,4- 
difluoio-2-[(2-fluoro-4- 
iodophenyl)ainmo]phenyl}caibonyl)aze 
tidin-3-ol 


288 


H, H 


l-({3.4-difluoro-2.((2-nuoro-4- 
iodophenyl)aiiiiiio]phenyl}cafbonyl>3- 
(5-methyl- 1 //-iinida2iol-2-yl)azetidin-3- 
ol 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


289 


H 

F 


1,1-dimcthylethyl (25)-2-[l-({3.4- 

difluoro-2-[(2-fluoro-4- 

iodophenyl)aniino]phcnyl}carbonyl>3- 

hydroxyazetidin-3-yl]piperidine-l- 

caiboxylate 


290 


OH 


1- ({2-[(4-bromo-2- 
chlorophenyl)aniino J-3 ,4- 
difluorophenyl}carbonyl>3-piperidin- 

2- ylazetidin-3-ol 


291 


H 

F 


3-<1 -ainino-3-hydroxypropyl)- 1 -({3,4- 
difluoro-2-[(2-fluoro-4- 
iodophenyl)aminolphenyl}carbonyl)aze 
tidin-3-oI 


292 


F 


K{3,4-difluoro-2-[(2-fluoro-4- 

iodophenyl)amino]phenyl}carbonyl)-3- 

{l//-iiiiidaTOl-2-ylmethyl)azetidin-3-ol 


293 


O 


3-(l-aminocyclopentyl)-H{3,4- 
difluoro-2-K2-fluoro-4- 
iodophenyl)ainino]phenyl}carbonyl)azc 
tidin-3-ol 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


294 


F 


3-{2-aminocyclohexyl)-l-({3,4- 
difluoro-2-t(2-fluorcH»- 
iodophenyl)ainino]phenyl}carbonyl)a2e 
tidin-3-ol 


295 


F 


3-(2-aniinocyclopentyl)-l-({3,4- 
difluoro-2-[(2-nuoro-4- 
iodophcnyl)aininolphenyl}carbonyl> 
azetidin-3-ol 


296 


0 ^ 


1 -( {4-fluoro-S''[(2-fIuon>-4- 
iodophenyl)aininol-l-methyl-l W- 
benzimidazol-6-ylJcarbonyl)-3- 
piperidin-2-yiazetidiii-3-ol 


297 


0 .0t> 


H{5-l(4-bromo-2- 
chlorophenyl)amino]-4-fluoro- 1 - 
methyl- 1 //-benziniidazol-6- 
yl)carbonyl)-3-[{2S)-piperidin-2- 
yl]azetidin-3-ol 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 






1 -{{8-chloro-7-[(2-nuoro-4- 
iodophenyl)amino]iniidazol 1 ,2- 
a]pyridin-6-yl}carbonyl)-3-piperidin-2- 
ylazstidin-3-ol 


298 






P o^nJ h 


1- ({2-[(4-bromo-2- 
fluorophenyl)amino]-3,4- 
difluorophenyl}carbonyl)-3-piperidin- 

2- ylazetidin-3-ol 


299 


Br r J 






l^{7.t(4-bronio-2- 

fluorophenyl)aniino]-8- 

fluoroiinidazo[l,2-fl]pyridin-6- 

yl}carbonyl)-3-[(2S)-piperidin-2- 

yljazetidin-S-ol 


300 




301 


H. 

1 F 


H{3,4-difluoro-2-[(2-fluoro-4- 
iodophenyl)amino]phenyl}carbonyl)-3- 
(3-methyl- 1 .nitrobutyl)azetidin-3-ol 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


302 




3-(2-aminopyrimidin-4-y 1)- K { 3 .4- 
difluoro-2-t(2-fluoro-4- 
iodophenyl)ainiiio]phenyl}carbonyl)aze 
tidin-3-ol 


303 


0 

Y H ?' 


H{7-[(4-broino-2- 
chiorophenyl)ainino]-8- 
chloroiinidazo[ 1 ,2-a]pyridin-6- 
yl}cart)onyl)-3-piperidin-2-ylazetidin-3- 
ol 


304 


F °Y 


H{8-chloro-7-[(2-fluoro-4- 
iodophenyI)aniino]iinidazo[ 1 .2- 
a]Ryridiii-6-y»}carbonyl)-3.[(2S)- 
piperidin-2-yl]azetidin-3-ol 


305 




l^{7-[(4-bromo-2- 
chlorophenyl)ainino]-8- 
chloroimidazoE 1 ,2-alpyridin-6- 
yl}carbonyl)-3-[(2S)-piperidui-2- 
yljazetidin-3-ol 
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Cmpd 
No. 


Structure 


Name 


306 




I -( {4-fluoro-5-[(2-fluoro-4- 
iodophenyl)amino]- 1 -methyl- 1 //- 
benziinida20i-6-yl>carbonyl)-3- 
[(2S)-piperi<iin-2-yl]azetidin-3-ol 


307 


OH ^ 

y / 


3-[(lS>l-aminoethyl]-l-({5-[(4- 
bromo-2-chlorophenyl)amino]-4- 
fluoro- 1 -methyl- 1 //-benzim idazol-6- 
yl}carbonyl)azetidin-3-ol 


308 




l-({5-[(4-bromo-2- 
chlorophenyl)amino]-4-fluoro- 1 ■ 
methyl- l//-ben2imidazol-6- 
yl)carbonyl)-3-KlS)-l- 
(methyIamino)ethyl]azetidin-3-ol 


309 


H. 

o 


4-[(4-bromo-2-fluorophenyl)amino]- 
3-nuoro-5-({3-hydroxy-3-I(2S)- 
piperidin-2-yl]azetidin-l- 
yl}caibonyl)pyridin-2(l/0-one 


310 


HN-X 

Ay- 


4-[(2-fluoro-4-iodophenyl)amino]-5- 
({3-hydroxy-3-[{2S)-piperidin-2- 
yl]azetidin-l -yl}carbonyl)-l - 
methylpyridin-2(l«)-one 
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Cmpd 
No. 


Structure 


Name 


311 


o 


4-((2-fluoro-4-iodophcnyl)amino]-5- 
{{3-hydroxy-3-[(2S)-piperidin-2- 
yllaziBtidin-l-yl}carbonyl)-l- 
methylpyridin-2(l/0-one 


312 


F and 


(±)- 1 -( {3 ,4-difluoro-2-((2-fluoro-4- 
iodophenyi)ainino]pheny 1 } carbony l>3- 
((»rans)-2-hydroxycyclohexyl]azetidin- 
3-ol 


313 


HQ 

F 


(3,4-difluoro-2-(2-fluoro-4- 
iodophenylamino)phenylX3-hydroxy-3- 
(( 1 S,2S)-2-hydroxycyclohexyl)azetidin. 
l-yl)methanone 


314 




(3,4-difluoio-2-(2-fluoro-4- 
iodophenylainino)phenylX3-hydroxy-3- 
({lS^/t>-2-hydroxycyclohexyl)azetidin. 
l-yOmetfaanone 
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Cmpd 
No. 


Structure 


Name 


315 


\ 

O 


4-[(2-fluoro-4-iodophenyl)amino]-S- 
({3-hydroxy-3-[(lS)-l- 
(niethylainino)propyI]azetidin- 1 - 
yl)carbonyl)-l-methylpyridin-2(l/0- 
one 


316 


F and 


(±)- 1 -({3,4-difluoro-2-[(2-fluor<>4- 
iodophenyl)amino]phenyl}carbonyl)-3- 
[(m)-2-hydroxycyclohcxyl]azetidin-3- 
Ol 


317 


Pfio 

F 


(3,4-dif!uoro-2-(2-fluon>4- 
iodophenylaiiiino)phenylX3-hydroxy-3- 
((lS^>2-hydroxycyclohexyl)azetidin- 
l-yl)methanone 


318 




(3 ,4-difluoro-2-(2-fluoro-4- 
iodophcnylamino)phenylX3-hydroxy-3- 
((iy?.2S)-2-hydroxycyclohcxyl)azetidin- 
l-yl)inethanone 
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Table 1. Represeotative MEK Inhibitors 


Cmpd 

No. 


Structure 


Name 


319 


O 


5-{{3-[(lS)-l- 
(dimethylamino)etliyl]-3- 
hydroxyazetidin- 1 -y 1} carbonyl)-4- 
[(2-fluoro-4-iodophenyl)amino]- 1 - 
methylpyridin-2(lW)-one 


320 


f H T ^ OHH 

AY 


4-[(2-fluoro-4-iodophenyl)amino]-5- 
({3-hydroxy-3- 

Kmcthylamino)incthyl]azetidin-l - 
y 1} carbony 1)- 1 -methy lpyridin-2( 1 Hy 
one 


321 




5-{[3-{1/'-benzimida2ol-2-yl)-3- 
hydroxyazetidin-l-yl]carbonyl}-4- 
[(4-broino-2-fluorophenyl)ainino]-l- 
ra«hylpyridin-2(lW)-one 


322 


\ /=\ ~ 

o 


4- [(4-broino-2-fluorophenyl)ainino)- 

5- ltS-hydroxy-S-Cl-methyM//- 
beii2iinidazol-2-yl)azetidin- 1 - 
yl]carbonyl}-l-methylpyridin-2{l«)- 
one 


323 


o 


4- [(4-bromo-2-fluorophenyl)aniino]- 

5- ({3-hydroxy-3-[(2S)-pyiTolidin-2- 
yl]azetidin- 1 -yl} carbony 1)- 1 - 
mcthylpyTidin-2(l//)-one 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


324 




1 -{{3-fluoro-2-[(2-fluoro-4- 
iodophcnyOaminoJphenyl} carbonyl) 
-3-[(2S)-piperidin-2-yl]azeticlin-3-ol 


325 


OH 


1 -( {4-fluoro-2-[(2-fluoro-4- 
iodopheny l)amino]pheny 1} carbonyl) 
-3-l(25)-piperidiii-2-yl]azetidin-3-ol 


326 


1 H T 

O-N 


l-({6-[(4-bromo-2- 
chiorophcnyl)amino]-7-fluoro-3- 
methyl-1 ,2-benzisoxazol-5- 
yl}carbonyl)-3-[(2S)-piperidin-2- 
yljazetidinO-ol 


327 


F 


1 -( {3,4-difluoro-2-K2-fluoro-4- 
iodophenyl}ainino]phenyl}carbonyl) 
-3-(6-methylpiperidin-2-yl)azetidin- 
3-ol 


328 




H{3.4-dinuoro.2.[(2-fluoro-4- 

iodophenyl)aiDino]phenyl}carbonyl) 

-3-piperazin-2-yIazetidin-3-ol 

■ 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


329 


0 


5-[(2-fluoro-4-iodophenyl)ainino]-6- 
({3-hydroxy-3-[(2^piperidin-2- 
y IJazetidin- 1 -yl) carbony l>-2- 
inethylpyridazin-3(2A)-one 


330 


o 


5- [(4-bromo-2-chlorophenyl)amino]- 

6- {{3-hydroxy-3-[(25^piperidin-2- 
yl]azetidin-l-yl}carbonyI)-2- 
methylpyridazin-3(2//>K>ne 


331 


n 

'>-NH 

o 


5-((4-bronio-2-chlorophenyl)amino]- 
4-fluoro-6-({3-hydroxy-3-[(2S>- 
pyrrolidin-2-yl]azetidin- 1 - 
yl}caibonyI)-2-inethylpyridazin- 
3(2W)-one 


332 


Oh 

a V^'^°" 


5-[(4-bromo-2-chloropheny0ainino]- 

4-fluoro-6-({3-hydroxy-3-[(2/!)- 

pyrrolidin-2-yl]azietidin-I- 

yl} caibonyl)-2-methylpyridazin- 

3(2W)-one 


333 


f H T ^ OH 

o 


6-({3-[(15)-l-aininoethyl]-3- 
hydroxyazetidin-l-yl}carbonyl)-5- 
[(2-fIuoro-4-iodophenyl)aniino]-2- 
methylpyridazin-3(2/0-one 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


334 


0 


6-({3-[(l S:)- 1 -aminoethyl]-3- 
hydroxyazetidin- 1 -y 1 }carbonyl)-5- 
[(4-bromo-2-chlorophenyl)aminoJ-2- 
inethylpyridazin-3(2//)-one 


335 


0 


5- [(4-bromo-2-chlorophenyl)amino]- 

6- {[3-((15)-l-{[(3^,4S)-3,4- 
dihydroxycyclopentyl]amino}ethyl)- 
3-hydroxyazetjdin- 1 -yl]carbonyl} -2- 
methylpyridazin-3(2W)-one 


336 


0 


5- [{4-broino-2-fluoroplienyl)amino]- 

6- [(3-hydroxy-3-{(lS)-l.[(2- 
hydroxy-2- 

methylcyclopentyl)amino]propyl}az 
etidin- 1 -yl)carbonyl]-2- 
inethylpyridazin-3(2/0-one 


337 


\ 

o 


6-({3-KIS)-l-aininopropyl]-3- 
hydroxyazetidin-l-yI}carbonyl)-5- 
[(4-bFom(>-2-fluorophenyl)ainino]-2- 
methylpyTidazin-3^/;0-one 


338 


o 


6-{[3-(lW-beiiziinidazol-2-yI>3- 
hydroxyazetidin- 1 -yl]cartH)nyI)-5- 
[(2-fluoro-4-iodophenyl)ainino]-2- 

methylpyridazin-3(2//)-one 
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Table 1. Representative MEK Inhibitors 


Cmpd 

No. 


Structure 


Name 


339 


Ay. 

o 


5-[(2-fluoro-4-iodophenyl)amino]-6- 
{[3-hydroxy-3-(l-ine*yl-l//- 
benzimidazol-2-yl)azetidm- 1 - 
yl]carbonyl}-2-inethylpyridazin- 
3(2/0-one 


340 




H{2-fluoro-3-[(2-fluoro-4- 
iodophenyl)amino]pyridin-4- 
yl}carbonyl)-3-[(25)-piperidin-2- 
yl]azetidin-3-ol 


341 




H{3-[(2-fluoro-4- 
iQdophenyl)amino]pyTidin-4- 
yl}carbonyl)-3-[(2S)-piperidin-2- 
yl]azetidin-3-ol 


342 




K{3-((2-fluoro-4- 
iodophenyI)amino]- 1 -oxidopyridin- 
4-yl}caitoonyl>3-l(25>piperidin-2- 
yl]azetidin-3-ol 


343 




1 -({2-fluoro-3-[(2-fluoro-4- 
bromophcnyl)ainino]pyridin-4- 
yl}carbonyl)-3-[(2S)-piperidin-2- 
yl]azetidin-3-ol 
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Table 1. Representative MEK Inhibitors 


Cmpd 
No. 


Structure 


Name 


344 


\ 

1 H 1 OH 


3- [(lS)-l-aininopropyl]-l-({3-[(2- 

4- yl} caibonyl)azetidin-3-ol 


345 




l-({3-I(2-fluoro-4- 
iodophcnyl)ainino]pyridin-4- 
yl}carbonyl)-3-[(15>l- 
(inethylainino)propyl]azetidin-3-ol 


346 




(l/e,25)-4-({(lS)-l-tl-({2-fluoro-3- 
[(2-fluoro-4- 

iodophenyl)ainiiio]pyridin-4- 
yl}carbonyl)-3-hydroxyazetidin-3- 
yl]propyl}ainino)cyclopentane-l .2- 
diol 


347 




Hi^-K^-bromo-l- 
chIorophenyl)ainino]-8-nuoro-4- 
methylcinnolin-6-yl}carbonyl)-3- 
t(25)-piperidin-2-yl]azetidin-3-ol 


348 


OH 


l-({7-[{4.broino-2- 
fluorophenyl)amino]-8-fluoro-4- 
methylcinnolin-6-yI}carbonyl)-3- 
[(2S>-piperidin-2-yllazetidin-3-ol 
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Cmpd 
No. 


Structure 


Name 


349 


OH 


3-[(lS)-l-aininoethyl]-l-({7-[(4- 
bromo-2- 

fluorophenyl)aniino]cinnolin-6- 
y)} carbonyl)azetidiii-3-ol 


350 


1 OH 
OH H X 


H{7-l(4-bromo-2- 
fluorophenyI)aminolcinnolin-6- 
yl}carbonyl>3-{(lS)-l-[(2-hydroxy- 
2- 

methylcyclopentyl)ainino]ethyl}azeti 
din-3-ol 


351 


OH \ 


H{7-[(4-bromo-2- 
fluorophenyl)ainino]cinnolin-6- 
yl}carbonyl)-3-((lS)-l- 
(dunethylamino)ethyllazetidin-3-ol 


352 




3-((lS)-l-aininocthyl]-l-({5-[(2- 
fluoro-4-iodophenyl)ainino]-l//- 
l^,3-benzotria2ol-6- 
yl}cari)onyl)azetidin-3-ol 


353 


OH \ 

P o^nO\ 

1 N*N 


3-[( 1 S)- 1 -(dimcthy lamino)elhyl]- 1 - 
({5-[(2-fluoro-4-iodophenyl)aniino]- 
l-methyl-l//-l ,2,3-benzotriazol-6- 
yl}carbonyl)azetidiii-3-ol 
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Cmpd 
No. 


Structure 


Name 


354 


OH 


l-({5-((2-fluoro-4- 
iodophcnyl)amino]-l W-1 ,2,3- 
benzoiriazol-6-yl}carbonyI)-3-[(2S)- 
piperidin-2-yl]azetidin-3-oI 


355 


F ^Y"^ 


OH 


H{5-[(2-fluoro-4- 
iodophenyl)amino]- 1 -methyl- 1 H- 
1 ,2,3-ben20triazol-6-yl}carbonyl)-3- 
[(2S)-piperidin-2-yl]azetidin-3-ol 


356 




l^{5.[(2.fluoro-4- 
iodophenyl)ainino]- 1 //- 1 ,2,3- 
ben20triazol-6-y 1 } carbony l)-3- {( 1 S> 
l-[(2-hydroxy.2- 

niethylcyclopentyl)aniinolethyl}azcti 
din-3-ol 


357 




3-l( 1 S)- 1 -aminoethy 1]- 1 -( {4-fluoro- 
5-[(2-fluoro-4-iodophenyl)amino]- 
I//-1.2.3-benzotriazol-6- 
yl}carbonyl)azetidin-3-ol 


358 


F 


H 


l-({4-fluoro-5-t(2-nuoro-4- 
iodophenyl)amino]- 1 W- 1 ,2,3- 
benzotriazoI-6-y 1 } cartony l)-3 - [(25)- 
piperidin-2-yl]azetidin-3-ol 
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Cmpd 
No. 


Structure 


Name 


359 


OH 

HN^N 
O 


5-({3-[(15)-l-aminoethyl]-3- 
hydroxyazetidin- 1 -yl}cartJonyl)-6- 
[(2-fluoro-4- 

iodophenyl)amino]pyriinidin-2(l/0- 
one 


360 


OH 

HN^N 
O 


6-[(2-fluoro-4-iodophenyl)amino]-5- 
({3-hydroxy-3-[(2,^piperidin-2- 
yl]azetidin-I-yl)carbonyl)pyrimidin- 
2(lH)-one 


361 


OH 

O 


4.[(2-fluoro-4-todophenyl)aniino]-5- 
({3-hydroxy-3-[(2^piperidin-2- 
yllazetidin-l-yl}carbonyl)pyriinidin- 
2(IW)-one 


362 


,XJ N^NH 


5-({3-[(lS)-l-aminoethyl]-3- 

hydroxyazetidin-l-yl}caibonylH- 

[(2-nuoro-4- 

iodophenyl)amino]pyrimidin-2(l/0- 
one 



Other Representative Compounds 



Table 2a. ReDfesentative AKT Inhibitors 


Cmpd 
No. 


Name 


1 


3-(azctidin-3-ylidcnemcthyl)-4-t4-(5-chloro-2-methyIphenyl)piperazm-l-yl]-lH- 
pyrazolo[3,4-d]pyriiiiidine 


2 


4-[4-(5-chloro-2-inethylpheny!)pjperazin-»-y!]-3-(3-fluoropyridm-4-yl)-lH-pyrazolo[3.4- 
dlpyrimidine 


3 


4-[4-(5-chloro-2-methylpheny!)piperaziii-l-yl]-3-(3-chloropyridin^-yl>lH-pyrazoIo[3,4- 
d]pyriinidine 


4 


2-({5-chloro-3-[4-(3-ethyl-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-2- 
methylphenyl}oxy)-N,N-dimethylcthanamine 
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Cmpd 

No. 


Name 


5 


2-({5H;hlor(>3-[4-{3-cthyl-lH-p)Tazolo[3.4-d]pyriinidin-4-yl)piperazin-l-yl]-2- 
methylphenyl}oxy)-N,N-diethylethanamine 


6 


4-(4-{5-chloro-2-methyl-3-[(2-pynolidin-l-y!ethyI)oxy]phenyl)piperazin-l-yl)-3-ethyl-lH. 
pyrazoIo[3,4-d]pyriinidine 


7 


4-[4-{5-chloro-2-methylphenyl)piperazin-l-yl]-3-piperazin-l-yl-IH-pyrazolo[3,4- 
d]pyriinidine 


8 


N-(3-{4-[4-(5<hloro-2-methylphenyl)pipera2in-l-yl]-lH-pyrazoIo[3,4.d]pyrimidin-3- 
y 1 } prop-2-yn- 1 -yOacetamide 


9 


N.N-diethyl-2-({3-[4-(3-ethyHH-pyrazoIo[3,4-d]pyrimidin-4-yl)piperazin-l- 
y llphenyl) oxy)ethminine 


10 


3- {3-[4-(3-broino- 1 H-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin- 1 -yl]-5-chloro-2- 
methylphenyl}-N,N-diethylpropan-l-aiiiine 


11 


3-bromo-4-{4-[5-chIoro-2-me%l-3-(3-pyiTOlidin-l-ylpropyl)phenyl]piperazin-l-yl}-lH- 
pyTazolo[3,4-d]pyrimidine 


12 


3-bromo^-(4-{5-chloro-2-me%l-34(2-i)yiiolidin-l-ylethyl)oxy]phenyl}piperazin.l-^ 
1 H-pyrazoIo[3,4-d]pyrimidine 


13 


2-({3-[4-(3-bromo-lH-pyrazolo[3,4-dlpyriinidin-4-yl)piperazin-l-yl]-5-chlori>-2- 
methyIphenyl}oxy)-N,N-diethylethanainine 


14 


4-[4.(5-chloro-2-methyI-3-{[2-(l-me%lpiperidin-4-yl)ethyl]oxy}phenyl)piperazin^ 
ethyl- 1 H-pyrazolo[3 ,4-dJpyriinidiii© 


15 


5s:hloroO-(4-(3-e%l-lH-pyrazolo[3,4-d]pyrimidin-4-yl)pipermin-l-yI]-2-methyl-NK2- 
pyrrolidin- 1 -y Icthy l)aniline 


16 


4-(4-{5-chloro-2-methyl-3-[(2-niorpholin-4.ylethyl)oxy]phenyl}pipera2iii-l-yl>3-ethyl-lH- 
pyrazolo[3,4-d]pyrimidine 


17 


4-(4.{5-chloro-2.methyI-3-[(2-piperidin-I-ylethyl)oxy]phenyl)pipei^-l-yl)0-e*^ 
pyrazolo[3,4-d]pyriinidine 


18 


pyrazolo[3,4-d]pyriinidine 


19 


3-bromo-4<4-{5<hloro-2-methyl-3-[3K4-methylpiperazin-l-yl)propyl]phenyl>piperazin-l- 
yl)-l H-pyrazolo(3.4-d]pyrimidine 


20 


3-bromo-4-<4-{5-chloro-2-methyl-3-((2-piperidin-l-ylethyl)oxy]phenyl}piperazm-l-yl>-lH- 
pyrazolo[3,4-d]pyrimidine 


21 


3-bromo-4-(4-{5-chtoro-2-mcthyl-3-[(2-moipho!in-4-ylethyl)oxy]phenyI}piperazin-l-yl)- 
1 H-pyrazolo[3 ,4-dlpyriniidine 


22 


4-{4-[5-chloro-2-methyl-3-(3-moipholin-4-ylpropyl)phenyl]piperazin-l-yl}-3-ethyHH- 
pyrazolo[3,4-d]pyrimidine 


23 


N'-{5-chloro-3-[4K3H;thyl-lH-pyrazolo[3,4-d]pyriinidin-4-yl)piperazin-I-yl]-2- 
methylphenyl}-N,N-diethylethanc-l,2-diainine 


24 


4-{4-[5-chloro-2-methyl-3-(3-piperidin-l-ylpropyl)phenyl]piperazin-l-yl}-3-ethyl-lH- 
pyTazolo[3,4-dlpyriintdine 


25 


4-(4-(5-chloro-3-{p-(4-ethylpiperazin-l-yl)ethyl]oxy}-2-methylphenyl)piperaziii-l-yll-3- 
ethyl- 1 H-pynizolo[3,4-d]pyrim idine 


26 


4-{4-{5-chloro-2-methyI-3-[(3-morpholin-4-ylpropyl)oxylphenyUpiperazin-l-yl)-3-€thyl- 
1 H-pyrazolo[3,4-d]pyrimidinc 


27 


3-bromo-4-{4-[5-chloro-2-methyl-3-<3-piperidin-l-ylpropyl)phenyl]piperazin-l-yl}-lH- 
pyrazolo[3,4-d]pyriinidine 


28 


N'-{3-[4-(3-bromo-lH.pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-5-chloro.2. 
|methylphenyl}-N,N-diethylcthane-I.2-diamine 
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Table 2a. Representative AKT Inhibitors 


Cmpd 


Name 


29 


3.[4.{3-bromo-lH-pyra2olo[3,4-d]pyriinidin-4-yl)piperazin-l-yI]-5-chlor«>-2-methyl-N-(2- 


30 


4-[4-(5-chloro-2-methylO-{[2-(4-methylpiperazin-l-yl)ethyl]oxy}phenyl)piperazin-l-yl]-3- 
cthyl- 1 H-pyrazolo[3 ,4-d]pyriniidine 


31 


4.[4.(5.chloro-2-methyl-3-{[(l-methylpiperidin-4-yl)methyl]oxy}phenyl)piperazin-l-yl]-3- 


32 


M,N-diethyl-2-({3-[4-(3-ethyl-lH-pyrazolo[3,4-d]pyrimidin-4-yl)pipcrazin-l-yl]-2- 


33 


2-[(5-chloro-3- {4-[ I -(1,1 -dimethylethyl)-3-(trifluoroniethyl)- 1 H-pyrazolo[3,4-d]pyriniidin- 
4-yl]pipcrazin*l'yl}"2"tn€thylphcnyl)oxy]"N,N-dicthylethananiinc 


34 


2-[(5-chIoro-2-methyl-3-{4-[3-(trifIuoromethyl)-lH-pyrazolo[3,4-d]pyriniidin-4- 
yl)pipcraziii-l*yl}phcflyl)oxy]-N,N-dicthylethfln8ininc 


35 


4-(4-{5-chloro-2-methyl-34(3-pyirolidin-l-ylpropyl)oxy]phenyl)piperazin-l-yl)-3-ethyl- 
1 H-pyrazolo[3,4-d]pyrimidine 


36 


4-C4K5-chloro-2-methyl-3-{[3K4-methylpipenEin-l-yl)propyl]oxy)phenyl)piperazin-l-^^^ 
3-ethyl-l H-pyrazolo[3,4-d]pyninidine 


37 


3-bromo-4-(4-{5-chloro-2-melhyl-34(3-piperidin.l.ylpropyl)oxy]phenyi}pipei^^ 
1 H-pyrazoIo[3,4-d]pynniidine 


38 


3-bromo-4-(4-{5-chloro-2-methyl-3-[(3-moipholin-4-ylpropyI)oxy]phenyl}piperazin-l-yl^ 


39 


4-(4-{5-chloro-2-methylO-K2-pym)lidin-l-ylethyl)o3ty]phenyl}piperazin^ 


40 


4-(4-{5-chloro-2-methyl-34(3-morpholin-4-ylpropyl)oxylphenyl}piperazin-l-yl>3- 
(trifIuororncthyl)-lH"pyrazolo[3,4-d]pyriinidiiic 


41 


4-(4-{5-chloro-2-methyl-3-[(2-morpholin-4-ylethyl)oxy]pheiiyl}pipe^ 
(trifluoromethyl)- 1 H-pyrazolo[3,4-d]pyninidine 


42 


4-(4-{5-chloro-2-methyl-3-[(3-piperidin-l-ylpropyl)oxy]phenyl)piperazin-l-yl)-3-ethyl 

pyrazolo[3,4-d]pyrimidine 


43 


4-[4-(5-chloro-3 - { [3 -(4-ethy Ipiperazin- 1 -yl)propyl]oxy} -2-methylphenyl)piperazin- 1 -yl]-3- 
ethyl- 1 H-pyrazolo[3,4-d]pyriinidlne 


44 


5-chIoro-2-methyl-3-[4-(lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-NK^^^ 
l-ylethyl)aniline 


45 


5-chloro-2.methyl-3-[4K3-methylMH-pyrazoIo[3,4-d]pyrimidin-4.yl)piperazin-l-yl]-N^^^ 

pyrrolidine 1 -ylethyl)aniline 


46 


N'-<5-chIoro-2-methy 1-3 - {4-[3 -(trifl uoromcthyl)- 1 H-pyrazolo[3,4-d]pyriniidiii-4- 
yl]piperazin-l-yl}phenyl)-N,N-diniethylethane-l,2-diainine 


47 


3<{5-chloro-3-[4-{3-ethyl-IH-pyrazolo[3,4-d]pyriinidin-4-yl)piperaziii-l-yl]-2- 
methylphenyl}oxy)-N,N-diethylpropan-l-ainine 


48 


N45-chloro-2-methylO-{4-[3Ktrifluoromethyl>lH-pjawlo[3,4-d]pyrimidin-4^ 
yl]piperazin-I-yl}phenyl)-N,N-diethyletfiane-l,2-diainine 


49 


5-chloro-2-inethyl-N-{2-pyTTolidin-l-ylethyl)-3-t4-[3-(trifluoromethyl)-IH-pyrazolo[3,4- 


50 


3-bromo-4K4-{4-mrthyl-3-[(2-pyiTolidin-l-ylethyl)oxy]phenyl}pipera2in-l-yl>lH- 
pyrazolo[3,4-d]pyriinidine 


51 


4-(4.{4.njethylO-[(2-pyrroIidin-l-ylcthyl)oxy]pheny!}piperazin-l-yl)-lH-pyrazolo[3.4- 
d]pyriinidine 


52 


3-methyl-4-(4-{4-methyl-3-[(2-pyiT0lidin-l-ylethyl)oxy]phenyl}piperazin-l-yl)-lH- 
pyrazoIo[3,4-d]pyrim)dine 
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Name 


53 


4,(4, { 5,chloro-2-methy l-3-[(2-pyrroHdin- 1 -yiethy l)oxy]phenyl}piperazin- 1 -yl)- 1 H- 


54 


4,(4,{5,chloro-2-methyI-3-[(2-pyrTolidin-l.yIethyl)oxy]phenyl}pipera2in-l-yl)-3-methyl- 
1 H-pyrazo]o[3,4-d]pyriniidine 


55 


4-(4- {5-chloro-2-methy1-3-[(2-piperidin- 1 -yiethy l)oxy]phenyl } piperazin- 1 -y l)-3- 
trifluoromcthy 1)- 1 H-pyrftZolo[3,4-<i]pyrifnid!ne 


56 


3-[(5-chloro-2-methylO-{4-[3-(trinuoromcthyl>lH-pyrazolo[3,4-d]pyrimidin-4- 


57 


5-[4-(3-bromo-lH-pyra2olo[3,4-d]pyrimidin-4-yl)piperaziiHl-yl]-2-inethyl-N<2-pyiTO 


58 


3.[4.(3.bromo-IH-Ryrazolo[3,4-d]pyriinidin-4-yl)piperazin-l-ylJ-5-fluoro-2-methyl-N-(2- 


59 


4- {4-[5-chloro-2-methyl-3-{3-pyiTolidin- 1 -ylpropyI)phenyl]piperazin- 1 -yl} - 1 H- 
pynizolo[3,4-d]pyriniidinc 


60 


3 -bromo-4- {4-[5-fluoro-2-inethy 1-3 -(3-pyTroIidin- 1 -ylpropyl)phenyl]piperazin- 1 -yl } • 1 H- 
pyrazolo[3,4-d]pyritnidine 


61 


4.{4-[5-chloro.2-methylO-(3-pyrrolidin-l-ylpropyl)phenyl]piperazin-1-yl}-3- 
(trifluoromethyl)- 1 H-pyrazoIo[3,4-d]pyrimidine 


62 


4.(4.{5-chIoro-2-methyl-3-[3-(4-methylpiperazin-l-yl)propyl]phenyl}piperazin-l-yl)-3- 
ethyl-1 H-pyrazolo[3 ,4-d]pyriinidine 


63 


3-bromo-4-(4-pyridin-2-ylpiperazin-l-yl)-lH-pyrazolo[3,4-d]pyrimidine 


64 


3-bromo-4-[4-(2,4-diniethylphenyl)pipera2in-I-yl]-lH-pyrazolot3,4-d]pyrimidine 


65 


3-bromo-4- {4.[3-(methy loxy)phenyl]piperazin- 1 -yl} • 1 H-pyrazolo[3,4-d]pyrimidine 




3-bromo-4- {4-[2-(tnethyloxy)phenyl]piperazin- 1 -yl}- 1 H-pyrazolo[3,4-d]pyrimidine 


67 


3-bromo-4- {4-[4-mcthy 1-3 -(3 -pyrrolidin- 1 -ylpropyl)pheny IJpiperazin- 1 -yl} - 1 H- 


68 


4-(4-{5-chloro-2-methyl-3-[(3-pyrrolidin-l.ylpropyl)oxy)phenyl}piperazin.l-yl)-3- 


69 


4-(4-{5-chloro-2-methyl-3-[(3-piperidin-l-ylpropyl)oxy]phcnyl}piperazin-l-yl)-3- 
(trifluoromethyl)- 1 H-pyrazolo[3,4-d]pyrimidine 


70 


4-(4-(5-chloro-2-methyl-3-{[3.(4-mcthylpiperazin-I-yl)propyl]oxy}phenyl)piperazin-l-yn- 
3-(trifluoroni€thyl)-'lH-pyra2olop,4*d]p5tjiiiidinc 


71 


4-[4-(5-chloro-3-{[3-(4-ethylpipcrazin-l-yl)propyl]oxy}-2-methylphenyl)pipcrazin-l-yl]-3- 


72 


3-bromo-4-[4-(5-chloro-2-niethyl-3-{[2-(4-cnethylpipcrazin-l- 
yl)ethyl]oxy}phenyl)piperazin-l-yl]-lH-pyiazolo(3,4-d]pyrimidine 


73 


4-[4-{5-chIoro-2-methyl-3-{[2-(4-inethylpipera2in-l-yl)ethyl)oxy}phcnyl)piperazin-l-yl]-3- 
(trifluoromethyl)- 1 H-pyrazolo(3 ,4-d]pyrimidinc 


74 


3-bromo-4-[4-(5-chloro-3-{[2-(4-ethylpipcrazin-l-yl)ethyl]oxy}-2-mcthylphenyl)piperazin- 
1 -yl]-l H-pyrazolo[3,4-d]pyrimidine 


75 


3-bromo-4-[4-(3,4-dichlorophenyl)piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine 


76 


3-bromo-4-[4-{3.4.difluorophenyl)pipenizin-l-yl]-lH-pyra2olo[3,4-d]pyrimldine 


77 


3-bromo-4-[4-(2,4-dichlorophenyl)piperazin-l-yl]-IH-pyrazolo[3,4-d]pyrimidine 


78 


3-[4-(3-ethyl-lH-pyrazolo[3.4-d]pyrimidin-4-yl)piperazin-l-yl]-5-fluoro-2-meihyl-N-<2 
pyrrolidin- 1 •ylethyl)aniline 


79 


5-nuoro-2-inethy l-N-(2-pyrrolidin. I -ylethyl)-3-{4-[3-{trifluoromethy 1)- 1 H-pyrazolo[3 ,4- 
d]pyriniidin-4-yl]piperazin-I-yl}aiiiline 


80 


4.{4-[3.5-bis(inethyloxy)phenyl]piperazin-l-yl}-3-bromo-lH-pyi^lo[3.4.d]pyrimidm^ 
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4-[4-(5-chloro-3-{[2-(4-ethylpiperazin-l-yl)ethyl]oxy}-2-mcAylphenyl)pipcrazin-l-yl]-3- 
trifluoroni ethyl)- 1 H*pyrB2olo[3,4-d]pyriniidin6 


82 


N-{5-chloro-3-[4-{3-ethyl-lH-pyTazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-2- 
niethylphenyl}-N,N',N'-trimethylethane-l,2-diamine 


83 


3.({3.[4.(3.bromo-lH-pyrazolo[3,4-cl]pyriinidin-4-yl)pipera2in-l-yl]-5-chloro-2- 
niethyIphenyl}oxy)-N,N-diethylpropan-I-ainine 


84 


3-bromo-4-(4-{5-chloro-2-inethyl-3-[(3-pyrrolidin-l-ylpropyl)oxy]phenyl}piperazin-l-yl)- 


85 


3-bromo-4-[4-(5-chloro-2-methyl-3-{[3-<4-methylpiperazm- 1 - 

y ijpropy ijoxy jpncny i^ipBrazin* i ■/ ij" * " f/* oiviu^jyt ujpj i ii«i«iiiv 


86 


3-bromo-4-[4-(5-chloro-3-{[3-(4-ethyIpiperazin-l-yl)propyl]oxy}-2- 
methylph6nyl)pipcrazin-'l-yl]-lH-'pyf&2oIo[3,4-d]pyrimidinc 


87 


3-(5-chloro-2-methyl-3-{4-[3-(trifluoroinethyl)-lH-pyrazolo[3,4-d]pyrimidin-4- 
yl]piperazin-l-^yl}phenyl)-N,N-dicthytpropAii-1-£iniiine 


88 


3-bromo-4-[4-(5-chloro-2-methyl-3-{l( 1 -mcthylpiperidin-4- 
yl)methyl]oxy}phenyl)piperazin'-l'yl]-lH-pyiazo!o[3,4-d]pyriinidine 


89 


3-bromo-4-t4-(5-chloro-2-methyl-3-{[2-(l-incthylpiperidin-4- 
yl)ethyl]oxy}phenyl)piperaziii-l-yl]-lH-pyrazoIo[3,4^]pyrimidine 




4.[4.(5^hloro-2-methyl-3- { [(1 -inethylpiperidin-4-yl)inethyl]axy} phenyOpiperazin- 1 -yl]-3- 
(trifluoromethyl)- 1 H-pyrazolo[3,4-d]pyrimidine 


91 


4-[4-(5-chloro-2-methyl-3-{t2Kl-methylpiperidin-4-yl)e%l]oxy}phenyl)piperazin-l-^^^ 
(trifluoromethyl>lH-pyra2oIo[3,4-d]pyrimidine 


92 


4-(4-{5-chloro-2-inethyl-3-[3-(4-methyIpiperazin-l-yl)propyl]phenyl}piperazin-l.yl)-3- 
(trifluoroinethyl>lH-pyrazolot3,4-d)pyriniidine 


93 


3-broino-4-[4-(3-chloro-4.fluorophcnyl)p!perazin-l-yl]-IH-pyrazolot3,4-d]pyriinidine 


94 


1 . {4-[4-(3-bromo- 1 H-pyra2olo[3 ,4-d]pyrimidin-4-y Opipcrazin- 1 -yljpheny 1} ethanone 


95 


3-bromo^-[4-(2,5-dichlorophenyl)piperazin-l-yI]-lH-pyrazolo[3,4-d]pyrimidine 


96 


3-bromo-4-[4-(3,4-dimethylphenyl)piperazin- 1 -yl]- 1 H-pyrazolo[3,4-d]pyrimidine 


97 


3-broino-4-[4-(4-nitrophenyl)piperazin-l-yI]-lH-pyrazolo[3,4-d]pyrimidiiie 


98 


3-ethyl-4-(4-phenylpiperazin- 1 -yl)- 1 H-pyrazolo(3.4-d]pyriinidine 


99 


3-ethyl-4-{4-[3-(incthyIoxy)phenyl]pipera2in-l-yl)-IH-pyrazolo[3,4-dlpyriinidine 


100 


4-{4-[5-chloro-2-methy»-3-(3-piperidin-l-ylpropyl)phenyl]piperazin-l-yl}-3- 
(trinuoromethyl)- 1 H-pyTa2olo(3.4-d]pyrimidine 


101 


4-[4-(3,6-diniethylpyrazin-2-yi)piperaziii-l-yll-3-ethyl-lH-pyrazolo[3,4-d]pyrimidine 


102 


1 -[4-(3-ethyl- 1 H-pyrazolot3.4-d]pyrimidiii-4-yl)plperazin-l -yl]isoquinoline 


103 


3-bromo-4-[4-(2,6-dimethylphenyl)piperazin-l-yl]-IH-pyrazolo[3,4-d]pynniidine 


104 


3-bromo-4-{4-[4-(ethyloxy)phenyl]pipera2in-l-yl}-lH-pyrazolo[3,4-d]pyriniidine 


105 


3-bromo-4-(4-{2-cthylphenyl)piperazin-l-yl]-lH-pyrazolo[3,4-dlpyrimidinc 


106 


4.{4.[2,4-bis(niethyloxy)phcnyl]piperazin-l-yl}-3-bromo-lH-pyrazolo[3,4-d]pynmidine 


107 


3-broino-4-(4-pyrazin-2-ylpipcrazin- 1 -yl>l H-pyrazolo[3,4-d]pyrimidine 


108 


3-bromo4-(4-pyrimidin-2-ylpiperazin-l-yl)-lH-pyrazolo[3,4-d]pyriiiiidine 


109 


4-[4-<3-bromo-lH-pyrazolo[3,4-d]pyriinidin-4-y))piperazin-l-yl]-2- 
{trifluoromethyOquinoline 


110 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyriinidin-4-yl)pipcrazin-l-yl]pyrazine-2-carbonitrile 


111 


4-[4-{4,6-dimethylpyrimidin-2-yl)piperazin-l-yl]-3-ethyl-lH-pyrazolot3,4-d]pyrimidinc 


112 


ethyl 4-[4-(3-ethyHH-pyrazolo[3,4-d]pyrimidin-4-yl)pipCTazin-l-yl]-2- 
(trifluoromethy);^yriinidine-5-carboxylate 
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113 


4-{4-[3-chloro-5-(methyloxy)pheny IJpiperazin- 1 -yl} -3-ethy 1- 1 H-pyrazolo[3,4-d]pyrimidine 


114 


4.[4^3.bromo-2-chloro-5-nuorophenyl)piperazin- 1 -y l]-3-€thyl- 1 H-pyrazolo[3,4- 
d]pyriinidine 


115 


2-[4-(3-cthyl- 1 H-pyrazolo[3,4-d]pyriinidin-4-yl)piperazin- 1 -yl]pyridine-3-carboxamide 


1 16 


3-ethyl-4-{4-[4-(trifluoromethy0pyridin-2-yl]piperazin-Nyl}-lH-pyrazolo[3,4-d]pyriniidine 




3-bronio-4-{4-[4-(trifluoroinethyl)pyridin-2-yl]piperazin-I-yl}-lH-pyrazolo[3,4- 
d]pyrimidine 


118 


3-bronio-4-{4-[4-(trifluoroniethyl)pyrimidin-2-yl]pipera2in-l-yl}-lH-pyTa2olo[3,4- 
djpyrimidine 


119 


2-({3-[4-(3-bronio-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]pyrazin-2-yI}oxy)- 
N,N-dimethylethanamine 


120 


4-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-2-methylquinoline 


121 


3-bromo-4-[4-(2-nitrophenyl)piperazin- 1 -yl]- 1 H-pyra2olo[3,4-d]pyrimidine 


122 


2.[4.(3.bromo- 1 H-pyrazolo[3 ,4-d]pyritnidin-4-yl)piperazin- 1 -yljbcnzonitrile 


123 


4-[4-(3-bronio-lH-pyrazolot3.4-d]pyrimidin-4-yl)piperazin-l-yl]benzonitri 


124 


3-bromo-4-{4-[4-(trinuon)methyl)phenyl]piperazin-l-yl}-lH-pyrazolo[3,4-d]pyrimidine 


125 


3-bromo.4-(4-{4-[(phenylmethyl)oxy]phenyl}piperazin-l-yl)-lH-pyrazolo[3.4Ki]pyrimidi 


126 


4-{4-[5-chloro-2-niethyl-3-{methyloxy)phenyl]piperazin-I-yl)-3-ethyl-lH-pyrazolo[3,4- 
d]pyrimidine 


127 


2-[4-(3-broiin)-lH-pyrazolo[3.4-d]pyrimidin-4-yl)piperazin-l-yl]pyridine-3-carbonitrile 


128 


3-bromo-4.[4^3,5-dichlorophenyl)piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine 


129 


3-[4-{3-bromo-lH.pyrazolo[3,4Kj]Ryrimidin-4-yl)piperazinM-yI]-2-chlor(>-5-fluoro-NK^^ 
pyrrolidin- 1 -ylethyl)aniline 


130 


2-chloro-3-[4-(3-ethyl-lH-pyrazolo[3,4.d]pyrimidin-4-yl)piperazin-l-yl]-5-fluoro-N.(2- 
pyrrolidin- 1 -ylethyl)aniline 


131 


3-broino-4-r4-(2.5-difluorophenyl)piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine 


J32 


4-[4-(2,5-difluorophenyl)piperazin-l-yl]-3-ethyl-1H-pyrazolo[3,4-d]pyrimidinc 


133 


3-bromo^-(4-r3-(methYloxv)pyra2in-2-yllpiperazin-l-yl}-lH-pyrazolo[3,4-d]pyrimidine 




3-bromo-4-r4'(3-chlorophenyl)piperazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine 


135 


3-bromo-4-{4-[3-(trifluoromethyl)pyridiii-2-yl]piperazin-l-yl}-IH-pyrazolo[3,4- 
d]pyriinidinc 


136 


3-bronio-4-{4-l3-chloro-5-(trifluoromethyl)pyridin-2-yl]piperazin-l-yl)-lH-pyra20lo[3,4- 
d]pyriniidine 


137 


4^4-{5-chloro-2-mcthyl-3-[(2-pyrrolidin-Nylethyl)oxy]phenyl}piperazin-l-yl>-3-( 
inethylcthyl)-lH-pyrazolo[3,4-d]pyninidinc 


138 


5-chloro-2-methyl-3-{4-[3-(I-methylethyl>lH-pyra2oto[3,4-dlpyriiiiidin^-yl]pipcra2in-l- 
y 1 / -IN -^A-pyi 1 viiuin- 1 -yieuiyyaniiinc 


139 


2-({3-[4-(3-brorao-lH-pyrazolo[3,4-d]pyrimidin-4-yl)pipcrazin-i-yl]phenyl}oxy)-N- 
cthy Iscctflinidc 


140 


2-[4-{3-bromo-lH-pyrazolo[3.4sl]pyrimidiii-4-yl)piperazin-l-yl]-N,N-diethy1pyriinidin^- 
amine 


141 


3-bromo-4.[4-(3-{[(3-methylphenyl)niethyl]oxy}phenyl)piperazin-l-yI]-lH-pyra2olo[3,4- 
d]pyrimidine 


142 


3-bromo-4-(4-{3-[(2-piperidin-l-ylethyl)oxy]phenyl}piperazin-l-yl)-lH-pyrazolo[3.4- 

djpyrimidine 


143 


3-bromo-4-[4-{4-furan-2-ylpyrimidin-2-yl)piperazin-l-yl]-IH-pyra2olo[3,4-d]pyrimidine 
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144 


6-{2-[4-{3-bromo-lH-pyrazolo(3,4-d]pyrimidin-4-yl)pipera2in-l-yl]pyriiiiidin-4-yl}-2H- 
1 ,4-benzoxazin'3(4H>-one 




3-ethyl-4-{4-[2-methyl-3-(methyloxy)phenyl]pipei^i.n-l-yl}-lH-pyraz()lo[3,4-d]pyriiiiidine 


146 


N'-{5-chloro-3-[4K3-ethyl-lH-pyra3K>lo[3,4-d]pyriinidin-4-yl)piperaztn-l*yl]-2- 
inetnyipnenyi^-iN-nicinyi-iN'^ i-metnyieinyi^inane- 1 ,^-aiainine 


147 


IN -\3-cnioro*^"|H'-^j-^nyj~in"pyrazoiOLj,H"QjpyniniQm 


148 


N'- {3-[4-<3-bromo- 1 H-pyrazolo[3,4-d]pyrimidin-4*yl)piperazin- 1 -yl]-5-chloro-2- 
methylphenyl}-N,N-diinethylethane-l,2-dianiine 


149 


3-({6-[4-(3-bromo-lH-pyrazolo[3,4-d]pyriniidin-4-yl)piperazin-l-yl]-2-chloro-5- 
methylpyrimidin-4-yl}oxy)-N,N-diethylpropan- 1 -amine 


150 


3-bromo-4-[4-(2,3-dichlorophenyl)piperazin-l -yl]-l H-pyrazolo[3,4sl]pyriinidine 


151 


3-bromo-4-{4-[2-(trifluoroniethyl)phenyl]piperazin-l-yl}-lH-pyrazolo[3,4-d]pyriinidme 


152 


3-bronio-4-(4-phenylpiperazin-l-yl)-lH-pyrazolo[3,4-d]pyritnidine 


153 


3-bromo-4-[4-(4-fluoFophenyl)piperazin-l-yl]-lH-pyrazolo[3,4-d]pyriniidine 


154 


3-bromo-4-[4-<4-chiorophenyl)piperazin- 1 -y 1]- 1 H-pyrazolo[3,4-d]pyrimidine 


155 


3-bromo^-{4-[3-(trifluoromethyl)phenyl]piperazin-l-yl}-lH-pyrazolo[3,4-d]pyrimidine 


156 


4-[4-(5-chloro-2-inethylphenyl)pip«raziii-l-yl]-IH'-pyrazolo[3,4'Ki]pyriniidin-6-ainine 


157 


3-bromo-4-[4-(4-bromophenyl)piperazin- 1 -yl]- 1 H-pyrazolo[3,4-d]pyriniidinc 






159 


4-[4-(3-brotno-5-chloro-2-methy IphenyOpiperazin- 1 -yl]- 1 H-pyrazolo[3,4-d]pyrimidin-6- 


160 


4-(4-{5-chloro-2-inethyl-3-((2-pyrrolldin-l-ylethyl)oxy]phenyl}piperazin-l-yl)-3- 
cyclopropyl- 1 H-pyrazolo[3,4-d]pyriinidine 


161 


5-chloro-3-[4-(3-cyclopropyI- 1 H-pyrazolo[3,4^]pyriniidin-4-yl)piperazin-l ■yI]-2-inethyl- 
N-(2-pyrrolidiii- 1 -ylethyl)aniline 




5-chloro-2-methyl-3- {4-[3-(2-methylpropyl)-l H-pyra2olo[3,4-d]pyriinidin-4-yl]pipera2in- 1 - 
yl} -N-(2-pyiTolidin- 1 -ylcthyl)anilinc 




4-(4- {5-chloro-2-inethyl-3-[(2-pyiTolidin- 1 -ylethyl)oxy]phenyl} piperazin- 1 •yl)-3-(2- 
methylpropyl)- 1 H-pyrazolo[3,4-d]pyrimidine 




j-Droino'^-l^ja^^-^9'Cnioro-^-ineinyipnenyi^j*meTnyipipe^ 
d]pyrimidine 




5-bromo-3-[4-(3-ethyl-lH-pyrazolo(3,4-d]pyriinidiii-4-yl)pipeniziii-I-yl]-2-niethylaniline 


166 


cyclopropylacetamide 


167 


3-broino-4-(4-{3-[(2-piperidin-l-ylethyl)oxy]pyraziii-2-yl}piperazin-l-yl>lH-pyrazolo[3,4- 
d]pyrimidinc 


168 


4-[4-(3-ethyl- 1 H-pyrazolo[3,4-d1pyriinidin-4-yl)piperazin-l-yl]-6,7- 
bis(incthyloxy)quinazoline 


169 


2-{ {3-chloro-5-[4-(3-€thyl- 1 H-pyrazolo[3,4-d]pyriniidin-4-yl)pipeiazin- ] -yllphenyUoxy)- 


170 


4-{4-[2-chloro-5-(trifluoromethyl)phenyllpiperazin- 1 -yl}-3-ethyl-l H-pyrazolo[3,4- 
dlpyrimidinc 


171 


3-(4-(3-ethyl- 1 H-pyrazolo(3,4-d]pyriinidin-4-yl)piperazin- 1 -yl)-2-inethyl-5-((2- 
nicthylpropyl)oxy]-N-(2-pyiTolidiii- 1 -ylethyl)aniline 


172 


3-({4-[4-(3-bromo-lH-pyrazolo[3,4-d]pyriinidin-4-yl)pipera2in-l-yl]-6-chloro-5- 
methylpyriinidin-2-yi}oxy>N,N-diethylpropan-l-amine 



186 
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173 


-[4-<3-ethyl- 1 H-pyrazolo[3,4-d]pyrimidin^yl)piperazin- 1 -yl]-2-methyl-5- 
(phenylniethyl)oxy]-N-(2-pyrro!idin*l-ylethyl)aniline 




-bromo-4-[(3R)-4-(5-chIoro-2-inethylphenyi)-3-inethylpiperaziii- 1 -yl]- 1 H-pyrazoIo[3,4- 

l]pyrimidine 


175 


5.[(2SHK3-bromo-IH-pyrazolo[3,4-d]pyrimidin-4-yl)-2-methylpipcrazin-l-yl]-4-methyl- 
M-phenylbenzamide 


176 


^[(2SHK3.-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)'2-methylpiperazin-l-yl]-4-me*^ 
N-(phenyIiniethyl)benzaniide 


177 


iriethyl3-[4K3-bromo-lH-pyiwlo[3,4Kl]pyriinidin^-yl)pipera2in-l-yl]-4-methylbenzoate 


178 


3-[4-(3-bromo- 1 H-pyrazolo[3,4-d]pyrimidiii-4-yl)pipenizin-l -yl]-4-methylbenzoic acid 




2E)-3-(4-{4-[5-chloro-2-rnethyl-3-{3-pyiTolidiii-l-ylpropyl)phenyl]piperaziii-l-yl|-lH- 
pyrazolo[3,4-d]pyrimidin-3-yl)prop-2-enoic acid 




3^4-{4.[5.chloro-2-methyl-3-{3-pyrrolidtn-l-ylpropyl)phenyl]piperazin-l-yl}-lH- 
pyrazolo[3,4-d]pyrimidin-3-yl)prop-2-yii-l-ol 




4-(3-bromo- 1 H-pyra2oIo[3,4-d]pyriiiiidin-4-yl)- 1 -(5 -chloro-2-methylpheny l)piperazin-2-one 


182 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyriinidln-4-yl)piperazin-l-yl]-2-methyl-5-[(2- 




^*-^3-[4-^3-bromO"lH-pyrazolo(3,4'Kl]pyriniidin-4-yl)pipcrazin-l-ylJ-2"'nicthyl-5-[(2- 
methylpropyl)oxy]phenyl}-N,N-diethylethane-U-diainine 


184 


t « lA n Kmirm-iH-nwaTnlnfl 4-d1nvrimidin-4-vnDiDerazin-l-yll-4- 
mcthyl 3-DroniO"j-[H''^j-Droino*in"pyrazu*uiJj*t^jpjriiiiii«iii--» ^i/pij^wu^-M ^ j 

methylbenzoate 


185 


3-[4-^3-broino- 1 H-pyrazoIo(3 4-d]pyrim5din-4-yl)pipctazin* 1 '"yl3~4-nicthy!-N"' 
phenylbenzamide 


186 


1 (A fi Krrtmn.iH.nvraTnlrtf'? 4^lDvrimidin'^-vlteiDerazin-l-yll-N,4-dimethylben2amide 


187 


2-({3-t4-(3-bromo-lH-pyrazolo(3,4-d]pyrimidin-4-yl)piperazin-l-yl]phenyl}oxy)-N,N- 


188 


methyl 3-[4-(3-bromo-lH-pyrazolo[3.4-d]pyriinidin-4-yl)piperazin-l-yll-4-methyl-5-[(2- 
pyrrolidin-l-ylethyl)ainino]benzoate — 


189 


3-bromo-5-[4-(3-bromo-lH-pyfazoIo[3,4Hl]pyrimidin-4-yl)pipeni2in-l-yl]^methyl-N^ 
phenylbenzamide — — 


190 


3-bromo-5-[4-(3-ethyl-lH-pyrazolo[3,4-d]pyriinidin-4-yl)pipcrazin-l-yl]-4-methyl-N- 
phenylbenzamide 


191 


N'-p.[4-(3-bromo-lH-pyrazolo[3,4-d]pyriinidin-4-yl)piperazin-l-yl]-5-chloro-2- 
methylphenyl}-N-niethyl-N-(l-methyletbyl)ethane-1.2-diainine 


192 


VA t^^ ™ iij A Hln\n-imiHin-4-vl\ninerazin-l-vll-4-inethvl"N-phCDylo-[(^ 

3-r4-(3-bronio-lH-pyrazoto[j,4-ajpy"i>niuin'^"7iy|j * jij^t-^im^m^/i r j t.\ 

pyrrolidin- 1 -ylethyl)aniino)benzamide 


193 


■fcii wA /-» u A lu n.n*a-*nif\ri 4_/4iTivrSm Wifl-d-vnnineraziii- 1 'V^-2-methvl''5-^(2- 
|^'.^3.[4-(3-b^omo- 1 H-pyTazoiOl J .H-ujpyrimiuin-H yi}y)iysitu.ui i /ij ■■■wuij. ' iv 

mcthylpropyl)oxy]phenyl}-N,N-dimethylethane-l,2-diaminc 


194 


« rj 1 „„ lu -„~!„r.inf5 /i.Hinvriiiiii!in-4.vnoioerazin-l-vll-N.N,4-trimethylbenzamide 


195 


3-[4-(3 -chloro- 1 H-pyrazolo[3,4-^]pyrimidin-4-y Dpiperazin- 1 -yl]-4-methy l-N-(2- 
methylpropyl)benzamide ^ 


196 


3-[4K3-bromo-lH-pyrazoIo[3.4-d]pyrimidin-4-yl)piperazm-l-yl]-N.N,4-trimethyl-5-[(2- 
pyrrolidin- 1 -ylethyl)amino]benzainide 


197 


3-[4-(3-bromo-lH-pyrazolot3.4-dJpyriinidin^-yl).2-oxopipera2in-l-yll-4-methyl-N- 
phenylbenzamide 


198 


3- [(2RH-(3-bromo-lH-pyrazolo[3,4-dlpyrim«din-4-yl)-2-(hydroxymethyl)piperazin-l-yl]- 

4- mcthyl-N-phenylbeiizamide 


199 


3-[4-(3-bromo-lH-pynizoIot3.4-d]pyrimidin-4-yl)piperazjn-l-yl]-2-roethyl-5-{pyrrolidm-l' 
ylcarbonyl)-N-(2-pyrrolidin- 1 -ylethyl)aniline 
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Table 2a. Representative AKT Inhibitors 


Cmpd 
No. 


Name 


200 3 
F 


-[4-(3-bronio-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-N,4-d»inethyl-5-[{2- 
yrrolidin- 1 -ylethy l)aniino]benzainide 


201 3 
r 


-[4-(3-bromoMH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yll-N-(4-chlorophenylH- 


202 : 


.[4K3-bromo-lH-pyrazolo[3,4-d]pyrimidin^-yl)pipci^in-l-yI]-N-(2-«hlorophenylH^ 
nethyl-5-t(2-pynolidin- 1 -y1ethyl)aiiiino]benzaniide 


203 


-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l'yl]-5- 

(cyclopropy Imethy l)oxy]-2-methy l-N-(2-pyrrolidin* 1 -ylethyl)aniline — 


204 


J-[4-(3-broino-lH-pyrazolo[3,4^]pyriinidin-4-yl)pipenizin-l-yl]-2-roethyI-5-K3- 
Tiethylbutyl)oxy]-N-C2-pyrrolidin-l-ylethyl)anilinc 


205 


^[4-(3-bromo-lH-pyrazolo[3.4-d]py^midin^-y^)p•peraz.n-l-yl]-5-l(2-ethylbutyl>oxyJ-^ 
methyl-N-(2-pyrTolidin- 1 -ylethyl)aniline — 


206 


3-[4K3-bromoOH-pyrazolo[3.4HJ]pyrimidin^-yl)piperazinM-yl]-5-(b«tyloxyh2-m^ 
(2-pyiTolidin-l-ylcthyl)aniline . — 


207 


3-[4-(3-bromo-lH-pyra2»lo[3.4-d]pyrimidin-4-y0piperazin-l-yl]^-methyl-N-(l- 


208 


3-t4-(3-bromoMH-pyrazolo[3,4-d]pyrimidin-4-yl)pipCTazin-l-yl]-N,4-dimcthyl-N-{»- 


209 


3-[4-(3-bromo-lH-pyrazolo[3.4-d]pyrimidin-4-yl)piperazin-l-yll-5- 
[fcvclobutvlmethyl)oxy]-2-inetliyi-lN-t-^'PynqiiQin- 1 yicuiyi;ai"ii"B . 


210 


3-[4<3-bromo-lH-pyrazolo[3,4Ki]pyrimidin-4-yl)pipCTazin-l-yll-5<ethyloxy>^ 
{2-pyiTolidin-l-ylethyl)aniline 


211 


3-[4.(3-broino-lH-pyrazolot3,4-d]pyrimidin-4-yl)piperazin-l-yl]-N-[2- 
(dimethylamino)ethyl]-4-methylbenzamide . 


212 


3.[4-(3-bromo- 1 H-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin.l .yl]-N-( 1 ,1-dimcthylethylH- 
mcthyl-S -[(2-pyrroiidin- 1 -ylethy!)aniino]benzainide 


213 


3.[4K3-bromo-lH-pyrazolot3,4-d]pyrimidin-4-yl)pipera2in-l-yl]-4.methyl-N-pyrW 
5-[(2-pyrrolidin- 1 .ylethyl)amino]ben2amide 


214 


3.[4-(3-brom«>-lH-pyrazolo[3.4^]pyrimidin-4-yl)pipcni2in.l.yl]-5HC2-tluoro^^^ 
methylpropyl)oxy]-2-inethyl-N-(2-pyrrolidin-l-ylethyl)anihne 


215 


344-(3-bromo-lH-pyra2olot3,4-d]pyrimidin^-yl)pipeiazm-H^^^^^^ 

[(cyclohexylmethvl)oxv1-2-mettiyl-N-t^-pyiroiioin- 1 y icuiyiy«ui""« ^ 


216 


3-[4-(3-bromo.lH-pyrazolo[3,4-d]pyrimidin-4.yl)pipcrazin-l-yl^^^^^ 
[(cyclopentylmethyl)oxyV2-methyl-NK2-pytTOlidm-i-yieinyi;aniiine 


217 


3-[4.(3-bromo-lH-pyrazolo[3.4-d]pyrimidin-4-yl)pipenBiii-l-yl>N-ethyl-4-metn^ 
pyiTolidin-1 -ylethy l)ainino]benzainide . 


218 


3-[4.(3-bronio-lH-pyrazolo[3.4-d]pyrimidin^-yl)pipcrazin-l-yll-2-methyl-5-l(l- 
methylethyl)oxy]-N-<2-pyrrolidin-l-ylethyl)aniline _ 


219 


3-[4-(3-bromo-lH-pyrazolo[3,4-dlpyrimidin-4-yl)pipcrazin-l-yl]-5-[(2,2- 
dimethylpropyl)oxyJ-2-metJiyl-NH^-pym)iiain-i yicmyi^aimHw _ — 


220 


3.[4-(3-bromo-lH-pyrazolo[3.4^1pyrimidin-4-yl)piperazin-l-yl^2-methy^NX2-py^oIldl^ 
1 -ylethy l)-5-[(tetrahydrofuran-2-ylmcthyl)oxy]aniline 


221 


3-[4-(3-bromo-IH-pyrazolo[3,4-dlpyrimidin-4.yI)piperazin-l-yl]-2.incthyl-5-{l2- 
(methyloxy)ethylloxy}-N-(2-pyrrolidin-l-ylethyl)annine 


222 


3-(4-(3-bromo-lH-pyrazolo[3.4-d]pyrimidin-l-yl)pipeiazin-l.yll-2-methyMHpropyi^^^^^ 
N-(2-pyrrolidin-l-ylethyl)aniline 


223 


3-[4-(3-bromo-lH-pyTazolo[3,4-d]pyriinidin^-yl)piperaziii.l.yll-5.{[2- 
rdimethvlammok!thYnaniino>-4-inethyl-N-phcnylbenzaniide 1 
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Table 2a. Representative AKT Inhibitors 


Cmpd 
No. 


Name 


224 


N'-{3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yI]-5-[(2-fluoro-2- 
methy lpropyl)oxy]'2-ni6thy]phenyl } -N,N^iincthylcthane- 1 ,2-'diftniine 


225 


3-[4-(3-bromo-lH-pyrazoIo[3,4-d]pyrimidin-4-yl)pipcrazin-l-yl]-5-{[2- 
(ditn£thylQmino)cthy l]3niino} -4-niethy l-N-^ i -mcthy Icthy l)bcnzainidc 


226 


l-{3-[4-(3-bromo-lH-pyrazolo[3,4-d)pyrimidin-4-yl)pipera2in-l-yl]-4-methyl-5-[(2- 
pyTTolidin~l ~y]cthy])amino]phenyl} pcntan- i -one 


227 


N'-(3-[4-(3-bromo-IH-pyrazolo[3,4-d)pyrimidin-4-yl)piperazin-l-yl]-5-{[2,3-difluoro-2- 
[fluoromethyl)propyl]oxy}-2-methylpheny!)-N,N-ditiicthylcthanc-l,2-di8ininc 


228 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyriinidin-4-yl)piperazin-l-yl]-5-{[2,3-difluoro-2- 
[fluoroiiiethyl)propyl]oxy}'2-inethyl*N-(2-pyn'olidin'l-yl6thyl)aniliiie 


229 


S44-(3-bromo-lH-pyrazolop,4Kl]pyrimidin-4-yl^ipenizin-l-yl]-4-methyl-N-(2-pynolidin- 
1 'ylcthy l)biphcnyl-3*flmin6 


230 


1 -(3- {5-[4-(3-bromo- 1 H-pyTazoIo(3,4-d]pyriniidin-4-yl)piperazin- 1 -yl]-4-methylbiphenyl-3- 


231 


3.[4.(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-2-methyl.N-(2-pyiToIidm^ 
1 -ylethyl)*5*{l ,3*thi&zo]*>2-yl)£iniHn6 


232 


3-[4-(3-bromo-lH-pyTazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yI]-4-methyl-S-((2-pyrro^ 


233 


3-[4-{3-bromo-lH-pyrazolo[3,4-d]pyriniidin-4-yl)piperazin-l-yl]-2-methyl.5- 
(phenylethynyl)-NH[2-pyiTolidin-I-ylethyl)aniline 


234 


{3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyriinidin-4-yl)piperazin-l-yll-4-methyI-5-[(2- 
pyrrol idin- 1 •ytcthyl)amino]phenyl}(phenyl)niethanone 


235 




236 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-5-(3.3-dimethylbut-l-yn- 
1 -y|)*2-t?icthyl*N"(2'P3TTOlidin- 1 -ylcthyl)3niline 


237 


3-bronio^.{4-[5-{[2,3-difluoro-2Kfliioroinethyl)propyI]oxy}-2-methyl-3K3-pyrTolidin-I^ 


238 


3-bromo^-{4-[2-mcthyl-5-[(2-inethylpropyl)oxy]-3-{3-pym)lidin-I- 
ylpropyl)phenyl]piperazin-l-yl)-lH-pyrazolo[3,4-d]pyriiiiidine 


239 


344-(3-bromo-lH-pyrazolol3,4-d]pyrimidin-4-yl)piperazin-l-yl]-2-methyl-5-(3-phenyl- 
1 ,2 ,4-oxadiazol*S-yl)-N-{2-pyn'olidin- 1 -ytethy l)aniline 


240 


3-t4K3-broiiio-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piper8zin-l-yl]-2-methyl-5K3-me*^ 

1 2 4-ox3di32ol-5-yl)-N-(2-pyTTolidiri-l-ylethyl)aniIine 


241 


1 -{3-[4-(3-bromo- 1 H-pyra2olo[3 ,4-d]pyrimidin-4-y l)piperazin- 1 -yl]-4-niethyI-S-[(2- 


242 


3-[4-{3.bromo-lH-pyrazolo[3.4sJ]pyrimidjn-4-yl)piperazin-l-yl]-5-(3.3-dim 
iiicthyl-N*(2*pyiT0lidin- 1 -y Icthy Qaniline 


243 


3.[4^3.bromo- 1 H-pyrazolo[3 ,4-d]pyriraidin-4-yl)pipera2in-l -yI]-5-rthyl-2-methyl-N-{2- 


244 


3-[4-(3-bromo- 1 H-pyrazolo[3 ,4-d]pyrimidin-4-yl)piperazin- 1 -yl]-2-methyl-N-(2-pyiTOlidin- 
l-ylethyl)-5-(2-{trinicthylsilyl)ethyl]aniline 


245 


3.(4<3-bromo-lH-pyrazolo[3,4-d]pyriinidin-4-yl)piperazin-l-yl)-2-methyl-5-(2- 
pheny lethyl)-N-(2-pyirolidin- 1 -ylethyl)aniline 


246 


l-{3-(4K3-bromo-IH-pyrazolo[3,4-d]pyrim!din-4-yl)piperazin-l-yIl^-methyl-5-[(2- 
pyrrolidin-I -ylethyI)ainiiio]phenyl}butan- 1 -one 


247 


3-[4.(3.bromo- 1 H-pyrazolo[3,4-d]pyTimidin-4-yl)pipera2in- 1 -yl]-N,4-diinethyl-N- 
(inethyloxy)-5-[{2-pyirolidin- 1 -y lethy l)amino]benzainide 
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Cmpd 


Name 


248 


-broino-4-[4-(3-bromo-5-{[2,3-difluoro-2-{fluoroiiicthyl)propyI]oxy}-2- 
nethylpheny Opiperazin- 1 -y 1]- 1 H-pyrazolo[3,4-dlpyriinidine 


249 


»-[4-(3-bromo-5- { [2,3-difluoro-2-{fluoromethyl)propyl]oxy}-2-methylphenyI)piperazin-l - 
j^l]-3-ctbyl"lH-pyr3Zolo[3,4-d]pyrimidlne 


250 


1 .{3.[4.(3.bromo- 1 H-pyrazolo[3,4.d]pyrimidin-4-y l)piperazin- 1 -y l]-4-methyl-5-[{2- 
pyiTolidiii" 1 "ylcthyl)ani inojphcny 1 } Gthdnonc 


251 


l-[4-(3-broino-lH-pyrazolo[3,4-d]pyrimidin^-yl)piperazin-l-yl]-5-[(difluoroniethyl)oxy]- 


252 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-5- 
{[(difluoromethyl)oxy]niethyl}-2-nicthyl-N-(2-pyn'olidin-l-ylethyl)aniIine 


253 


3-[4-C3-bromo-lH-pyrazolo[3,4-d]pyrimidin^-yl)piperazin-l-yl]-2-methyl-5-(methyloxy)- 
^•(2*pynolidin-^ 1 *ylcthyl)3nllin6 


254 


5-{[2,3-difluoro-2<fluoromethyl)propylloxy}-3'[4-(3-ethylMH-pyrazolo[3,4-d]pyriiiiidin-4- 
y Opiperazin- 1 -y l]-2'inethy I-N-(2-pynrolidin- 1 -ylethyl)ani)ine 


255 


2-[4-(3-broino- 1 H-pyrazolo[3,4-d]pyriinidin-4-yl)piperazin- 1 -yl]-3,5,6-trifluoro-N-(3- 


256 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-N- 
f(cyclopropylmethyi)oxy]-4-niethyl-5-[(2-pyirolidin-l-ylethyl)atnino]benzamide 


257 


3-[4-(3-bromo-lH-pyT^lo[3.4-d]pyrimidin-4-yl)piperazin-l-yl]-2-methyl-5<5-m 
1 ? 4-oxadiazol-3-vl)-N-(2-pYn'olidin-l-ylethyl)aniline 


258 


3-[4-(3-bromo-lH-pyrazolol3,4.d)pyriniidin-4-yl)pipenBinM-yl]-5Kethylsulfonyl>-2- 
methyl-N-(2-pyn'olidin-l-yIethyl)anilinc 


259 


3-[4-(3-bromo-lH-pyrazolo[3.4'd]pyrimidin-4-yl)piperazin-l-yl)-2-methyl-5- 
(niethylsulfonyl)-N-(2-pyrrolidin'-l-ylethyl)annin$ 


260 


l-{3-[4-(3-ethyl-lH-pyra2oIo[3.4-d]pyrimidin^-yl)pipei^-l-yl]-4-me%l-5.[(2^ 


261 


3-bromo^-(4K5-{[2.3-difIuon^-2Kfluoromethyl)propyl]oxy}-2-methylphenyl)pipeniziii-l- 


262 


6.[4-(3-bromo-lH-py^azolo[3,4-d]pyrimidin-4-yl)piperaz^Il.l-yl^3,5^lfluoro-N-^-(3- 
— ^»u.,iK..**/»v-M-^'? ^9^nvrr/\iiHSii-1-vlethvnDvndine-2.4-di&iniiie 


263 


3-bromo-5-[4K3-bromo-lH-pyni2olo[3,4-d]pyrimidin-4-yl)piperazin.l-yl]-N-(2-pyiToiidin. 


264 


3-bromo-4-[4-(3',4'.6.trifluoro-4-methylbiphenyl-3-yl)piperazm-I-yll-IH-pyiazolo[3,4- 


265 


3-[4<3-bromo-lH.pyrazolo[3.4Hl]pyrimidiiv^-yl)pipenizin-l-ylV5-chloro-NK2-pyrroli^ 


266 


{3-[4-(3-bromo-lH-pyrazoloI3.4-d]pyrimidin-4-yl)piperazin-l-yl]-4-methyl-5-[(2- 


267 


3-bromo-4K4-{4-mcthyl-24(2-pyirolidin-l-ylethyl)oxylbiphenyI-3-yl}piperazm-l-yl> 


268 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin^-yl)piperazm-l-yl]-5-{[(2.2- 
difluorocyclopropyl)methyl]oxy}-2-methyl-N-(2-pyiTolidin-l-ylethyl)anilme 


269 


5-bromo-3-[4K3-bromo-lH-pyra2olot3.4-dlpyriinidin-4-yl)piperazin-l-yl]-2-methyl-N-(2- 
pyrrolidin- 1 -ylethyl)aniline 


270 


3.[4-(3.bromo-lH-pyrazolo[3,4-d]pyrimidin^-yr)piperazin-l-yl]-5-[(ethyloxy)methylJ-2- 
methyl-N-(2-pyrroIidin-l-ylcthyl)aniline 


271 


3.[444.(3,bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-l-methyl-«- 
(trifluoromethyl>lH-benzimidazol-2-yl]propan-l-ol 
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Cmpd 


Name 


272 


-{3-[4-(3-bromo-lH-pyrazo1o[3,4-d]pyrimidin-4-yl)piperazin-l-yll-4-inethyl-5-[C2- 
)yrrolidin- 1 -ylethyl)amino]phenyl} -4,4,4-trifluorobutan- 1 -one 


273 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-4-methyl-5-[(2- 
)yrroUdin-l-ylethyl)ainino]phenyl}(cyclopropyl)methanone 


274 


-({3'-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)pipcrazin-l-yl]-4'-methylbiphenyl-2- 
^l}oxy)-N N*dini6thylprop^-l "inline 


275 


^(4<3-bromo-IH-pyi^olo[3,4Hi]pyriniidin-4-yl)pipcraziii-l-yI]-5-(l,l-difluorobutyl)-2- 


276 


}-bromo-4-(4-{4-methyl-2'-[(3-morphoHn-4-ylpropyl)oxy]biphenyl-3-yl}piperazm-l-yl)- 
H-pyrazolo[3,4-dJpyriniidinc ^ 


277 


3-bronio-4-(4-{4-inethyl-2'-[(2-inorpholin-4-ylethyl)oxy]biphenyl-3-yl)pipera2in-l-yl)-lH- 


278 


3-[4-(3-bromo-lH-pyrazolo[3,4-d]pyrimidin-4-yl)pipeiTOin-l-yl]-2-methyl-N<2-pyw^ 
1 ylethyl)-5-{[(2 2 2-trifluoroethyl)oxy]inethyl}aiiiline 


279 


142<{3'-[4-(3-bromo4H-pyrazolo[3,4-d]pyrimidin-4-yl)piperazra-l-ylH'-methylbiphenyl- 


280 


3-bromo-4K4-{3'-Huoro^-methyl-2'-[(2-pyrrolidin.l-ylethyl)oxy]biphcnyl-3-yl}pi^ 
1 1 U-iwr A7Alnf t 4>f11nvriinidine 


281 


l-{3-[4K3-bronK)-lH-pyrazolo[3,4-dlpyrimidin-4-yl)piperazin-l-yl]-5-l(2-pym)hdm 


282 


3-[4.(3-bromo-lH-pyn«olo[3.4^]pyrimidin-4-yl)pipenizm-l-yl]-2-methyl-NK2-p^^^ 
1 .fiatkxtn ^ i{i 1 i.trifiiiAmnronvnoxvlanilinfi 


283 


3-[4-(3-bromo-lH-pyrazoIo[3.4^1pyrimidin^-yl)pipenBin.l-yl]-2-methyl-N-(2-pyrrolid.n- 
1 ylethyl)-S-[(2 2 2-trifluoFoethyl)oxy]aniline 


284 


l-{3.[4^3-bromo-lH-pyrazolo[3,4^]pyrimidin^-yl)piperazin-l-yl]^incthyl-5-[(2- 
pyrroUdin l-ylcthy1)3inino]phGnyl}but3n- 1 -ol 


285 


3-bromo-H4-{4<hloro-2--[(2-pyrrolidm-l-ylethyl)oxy]biphenyl-3-yl}pipen^^ 


286 


3.r4-(4-{5-{t23-<lifluoro-2Kfluoromethyl)propyl]oxy}-2-methyl-3-l(2-pjTrol.m 
..._.u^.l^-_I_-l_u-»,,n„;.w.r,■rin.l.v1^-1H.nvrazolor3.4-d^DV^mld^n-3-yl]prop-2-yn-l-ol 


287 


3-bromo^-(4-{4-chloro^'-fluor<y-2'-[(2-pyiiolidm.l-ylethyl)oxy]biphM^^ 
yl)-lH-pyrazolo[3,4-d]pyriinidine — 


288 


n 1 „ A (A lA mAthuUi'.r/'9^vrroIidin-l-vlethvnoxylbiphenyl-3-yl}piperazin-l-yl)-lH- 

pyrazolo[3,4-dipyriinidine 


289 


(2E)0-[4-(4-{5-{[23-d'fluoro-2^nuoromethyl)propylloxy}-2-methylO-[(2-pyrrohdm 
ylcthyl)amino]phenyUpiperazin-l-yl>lH-pyrazolot3.4^)lwrimidin-3-yl]prop-2-eno.cacid 


290 


3-[4K3-bromo-IH.pyrazolo[3.4-d]pyrimidin^-yl)piperazin-l-yll-2-methy!-NK2.pyiTOh^ 
l-ylethyl>5-[4,4,4-trifluoro-l,l-bis{inethyloxy)bulyl]aniline 


291 


6-(4-pheny Ipipcrazin- 1 -yl)-9H-purinc 


292 


6-[4-{3-chlorophenyl)piperazin-l-yl]-9H-punne 


293 


4-(4-phenylpipcrazin. 1 -yl)-7H-pyiTOlo[2,3-d]pyrimidine 


294 


4-[4-(3-chloropheny1)piperazin-l-yl]-7H-pyrrolo[2^-d]pyriinidine — _ 


295 


A /A .u.«<1«>umHv:>fe 1.ul\-1U-nurn7n1nr^ 4*d1fWnillidU16 


296 


4-(4-(3-chlon)pheny0pipcraziii-l-yl]-lH-pyrazolo[3,4-d]pyrimidine 


297 


6-[4-{2-chlorophenyl)pipcrazin-l-y11-9H-purine 


298 


6-[4-{2-fluorophenyl)pipcrazin-I-yl)-9H-piirine 


299 


4-(4-<2-roethylpheny0pipera2in-l-yll-7H-pyfTolo[2,3-d]pyrimidine 


300 


4-{4-(2-(mcthyloxy)phenyllpiperazin-l-yl}-7H-pyiTOlo[2.3-dlpyriinidme 
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Table 2a. Representative AKT Inhibitors 


Cmpd 
No. 


Name 


301 


4-{4-[3-(mcthyloxy)phenyl]piperazin-l-yl}-7H-pyrrolot2,3-d]pyrimidine 


302 


4-{4-[4-(methyloxy)phenyl]piperazin-I-yl}-7H-pyiTolo[2,3-d]pyrimidine 


303 


4.{4.[3.(trifluoromethyl)phenyl]piperMin-l-yl}-7H-pyrrolo[2,3-dlpyrimidine 


304 


6- {4-[4-(methy loxy)phenyl]piperazin- 1 -yl} -9H-purine 


305 


6-{4-[2-(inethyIoxy)phenyl]piperazin-l-yl}-9H-piirine 


306 


6.[4-(4-chlorophenyl)pipcrazin-l-yl]-9H-purine 


307 


6-[4-(4-fluorophenyl)piperazin-l-yl]-9H-pttrine 


308 


4-[4-(4H;hlorophenyl)piperazin-l-yI]-7H-pyiTolo[2,3-d]pyriiiiidinc 


309 


4-[4-(2-chlorophenyl)piperazin- 1 -yl]-7H-pyirolo[2,3-d]pyriinidine 


310 


4.[4^4.ftuorophenyl)piperazin-l-yl]-7H-pyirolo[2,3-d]pyriinidine 


311 


4-[4-(2-fluorophenyl)piperazin-l-yl]-7H-pyiTo1o[2,3-d]pyriinidine 


312 


6-{4-[3-(trifluoroinethyl)phenyl]pipcra2in-l-yl}-9H-purine 


313 


6-[4-(2-methylpheny Opiperazin- 1 -yl]-9H-purinc 


314 


4-{4-[3-(trifluoromethyl)phenyl]piperazin-l-yl}-lH-pyrazolo[3,4-d]pyriinidine 


315 


4-[4-{2-methylphenyl)piperazin-l-yIl-lH-pyrazolo[3,4-d]pyrimidine 


316 


4.[4.(3.chlorophenyl)piperazin-l-yl]-3-methyl-lH-pyrazolo[3,4-d]pyriniidine 


317 


3-methyM-[4-(2-methylphenyl)pipcrazin-l-yl]-lH-pyrazolo[3,4-d]pyrimidine 


318 


4-[4-{5-chloro-2-methylphenyl)piperaziii-l-yI]-lH-pyrazoloI3,4-d]pyrimidine 


319 


4.[4.(5-chloro-2-methylphenyI)pipera2in-l-yl]-3-methyl-lH-pyrazoIo[3,4-d]pyrimidine 




4.[4.(5-chloro-2-methy lphenyl)piperazin- l-yl]-3-mcthyl-6-phenyl- 1 H-pyrazolo[3 ,4- 
d]pyrimidine 


321 


4-[4<5-chloro-2-methylphenyl)piperazin-l-yl]-3-ethyl-lH-pyrazolo[3,4-d]pyrimidine 


322 


4.[4^5<hloro-2-methylpheny Opiperazin- l-yI]-6-methyl- 1 H-pyrazolo[3 ,4-d]pynmidine 


323 


4-[4-(5-chloro-2-inethylphenyl)piperazin- 1 -yI]-6-etfayl- 1 H-pyrazolo[3,4-d]pyrimidine 


324 


4-[4-(5-chloro-2-methylphcnyl)piperaziii-l.yll-6-(l-methylethyl>lH-pyrazolo[3.4- 
d]pyriinidine 


325 


4-[4-(5-chloro-2-methylphenyl)piperazin-I-yl]-3-phenyHH-pyrazolo[3,4-d]pyriinidme 




4-[4-(5-chloro-2-inethylphcnyl)pipetazin-l -yl]-3-( { t2-(methyloxy)ethyl]oxy} methyl)- 1 H- 
pyrazolo[3,4-d]pyriinidine 


327 


3-bromo-4-(4-(5-chloro-2-methylphenyl)piperazin- 1 -y I]- 1 H-pyrazolo[3,4-d]pyrimidine 


328 


4-[4-(5-chloro-2-methyIphenyl)piperazin-l-yl]-3-propyl-lH-pyrazolo[3,4-d]pyrimidine 


329 


4.{4.[4.(5.chloro-2-mcthylphenyl)pipera2in-l-yl]-lH-pyrazolo[3,4-d]pynmidm-3-yl}phenol 




4-[4-{5-chloro-2-inethyIphenyl)pipcrazin-l-yl]-N-phenyl-lH-pyrazolo[3,4-d]pyritnidin-3- 
amine 




4.[4^3-chlorophenyl)piperazin-l-yl]-3-ethyl-lH-pyrazolo[3,4-d]pyrimidine 


332 


4-{4-[5-chloro-2-(methyloxy)phenyl]piperazin-l-yl}-3-ethyl-lH-pyrazolo[3.4-d]pyrimidme 


333 


3-{4-[4-(5-chloro-2-methylphenyl)pipenizin-l-yI]-lH-pyrazolo[3,4-d]pyrimidm-3-yl}phenol 


334 


4-(4-(5-chloro-2-methylphenyl)piperazin-l-yl]-3-{3-t{phenylmethyl)oxy]plienyl}-lH- 
pyrazolo[3,4-d]pyriinidine 


335 


3-(l,3-bcnzodioxol-5-yl)-4-['»-(5-chloro-2-methylphenyl)piperazin-l-yl]-lH-pyra2olo[3,4- 
d]pyrimidine 


336 


4-[4-(5-chloro-2-methylphcnyl)piperaziii-l-yl]-3.(2-thienyl)-lH-pyrazolot3.4-d]pyruiiidme 


337 


3.{4-[4-(5-chloro-2-methylphenyl)piperaziii-l-yl]-lH-pyrazolo[3,4-d]pyrimidin-3-yl}aiiiline 


338 


3.{4.[4-<5-chloro-2-methylphenyl)piperazin-1-yl]-IH-pyrazolo[3,4-d]pyrimidin-3- 
yl}benzoic acid 
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Name 




i-[4-(5-chtoro-2-inethylphenyI)pipcrazin- 1 -yl]-3-(4-inethylphenyl)- 1 H-pyrazolo[3,4- 
j]pyrimidine 




4-^4-^4.[4.(5-chloro-2-inethylphenyl)pipenizin- 1 -yl]- 1 H-pyrazolo[3,4-d]pyriinidin-3- 
/l}phenyl)acetamide 




t.[4^3^hloropheny 1)- 1 ,4-diazepan- 1 -yl]>3-ethyl- 1 H-pyrazolo[3,4-d]pyritnidine 


342 


4-[5K3-chlorophcnyl).2,5-diazabicyclo[2.2.I]hept-2-yl]-3-ethyl-lH-pyra2olo[3,4- 


343 


4-(4-{3-chloro-4-[(2-moipholin-4-ylethyl)oxy]phenyl}pipcrazin- 1 -y l>3-cthyl-l H- 


344 


methyl H3-chlorophenylHK3-ethyl-lH-pyra2olo[3,4Hllpyrimidm-4.yl)pipera2ine-2- 


345 


4.[4.(5^hloro-2-inethylphenyl)piperazin-l-yl]-3-(3-methylbut-2-en-l-yl>IH-pyrazolo[3,4- 


346 


4-[4-(5-chloro-2-methylphenyI)piperazin-l-yl]-3-(trifluoromethyl>-lH-pyfazolo[3,4- 
d]pyriinidine 


347 


methyl 4<3-chlorophenyl>K3-e%l-lH-pyrazolo[3,4-d]pyrimidin-4.yl)piperazme-2- 


348 


4-(4-{3-chloro-4-[(2-piperidin-l-y1ethy1)oxy]phenyl)pipera2in-I-yl)0-«thyl-lH^ 


349 


4.[4.(5.chloro-2-methy iphenyOpiperazin- 1 -yll-3-( 1 -methylethyl)- lH-pyrazolot3.4- 


350 


l<3-chlorophenylH-(3-ethyl-lH-pyrazolo[3.4Hi]pyrimidin-4-yl)pipera2me-2-carboxyUc 


351 


l-(3-chlorophenyl)-4-(3-ethyl-lH-pyrazolo[3,4^]pyrimidin-4-yl>N-methylpipcra^^ 
carboxamide „,^_^— ^— ^— ^— 


352 


4-{4-(S-chloro-2-methyIphenyl)piperazin-l-ylJ-3-(phenylmethyl>lH-pyrazolo[3,4- 
d]pyrimidine 


353 


4-[4-(5-chloro-2-methylphenyl)pipcrazin-I-yl]-3-(2-methylpropyl)-lH-pyrazolo[3,4- 


354 


4-[4-(5-chloro.2.methylphenyl)piperazin-l-yll-3-[4-(methyloxy)phenyl]-lH-pyrazolo[3,4- 


355 


4-[4-(5-chloro-2-methylphenyl)piperazin-l-yl]-3-{4-fluorophenyl>-lH-pyrazoio[3.4- 


356 


4-[4-(5-chloro-2-mcthylphenyl)piperaan-l-yll-3-[4-(phenyloxy)phenyl]-lH-pyrazolo[3,4- 
djpyrimidine — 


357 


4-[4-(5-chloro-2-mcthylphenyl)piperaziii-l-yl]-3-{4-[(piperidm-4-ylmethyl)oxy]phenyl)- 
1 H-pyra2olo[3,4-d]pyrimidine ^ 


358 


1 .(3-chlorophenyl)-N-[2-<dimethylamino)ethylH-<3-ethyl- 1 H-pytazolo[3,4-d]pyrimidin-4- 


359 


A tA /c ^ui^wf^ maffiwi 1 m/imhAlin.il-vlnhenvl^niiiAi'azifi- 1 -vll*3-cthvl-l H*pyrazolO[3,4- 
4-[4-^5'-cnioro-i-mcinyi-j-moipnoiiii**t-jfipnciijiypi|j«aAHi i jij ^-vmi/i rj i * 

d]pyrimidine 


360 


4-(3-chlorophcnyl>- 1 -{3-ethyl- 1 H-pyra2olo[3.4-d]pyrimidm-4-yl>N-methylpiperazine-2- 
carboxamide 


361 


4-[4<5-chloro-2-methylphenyl)piperazin-l-yl]-3-[2-(mcthyloxy)phenyI]-lH-pyrazoloI3.4- 
d]pyrimidine 


362 


4-[4-(5-chloro-2-methylphenyl)piperazin-l-yl]-3-pyridin-4-yI-lH-pyrazolo[3,4-d]pyrimidmc 


363 


4-[4-(5-chloro-2-methylphenyl)piperazin-l-yl]-3-I3-(methyloxy)phcnyl]-lH-pyra2olo[3,4- 
d]pyrimidine 
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Cmpd 


Name 


364 4 
> 


.{4.[4.(5-chloro-2-methylphenyl)pipera2in-l-yl]-lH-pyrazoloI3,4Kl]pyrimidin-3- 


365 1 
( 


5-chloro-3-[4-(3-e%l-lH-pyrazoIo[3,4Ml]iiyrimidin-4.yl)piperazin-l-yl]-^^ 
methyloxy)phenyl]niethanol 


366 r 
( 


nethyl 5-chloro-3-t4-(3-ethyl-lH-pynizolo[3,4-d]pyrimidin-4-yl)piperazin-l-yl]-2- 
nnethyIoxy)ben2oate ^_ „. 


367 


2E)0-{4-[4-(5-chloro-2-methylphenyl)piperazin.l.yl]-lH.pyrazolo[3,4-<J]pyriinidin-3- 


368 




369 


^{444<5-chlo«>-2-methylphenyl)pip«razin-l-yl]-lH-pyraMlo[3,4-d]pyTimidm-3- 
yl}propan-l-ol 


370 


methyl (2E)-3-{4-[4K5-chloro-2.methylpheny0piperazin-l-yll-lH-pyrazolo[3.4- 
d]pyriinidin-3-yl}ptop-2-enoate 


371 


4-[4<5H:hIon>-2-methylphenyl)piperazinM-yl]0-{4-[(2-morphohn-4-ylcthyl^^^ 
IH-PYrazolo[3,4-d]pyriinidine . 


372 


y Opiperazin- 1 -y l]-2-(methyloxy)benzaniide ^ 


373 


4K4.{5-chloro-2-(methyloxy).3-[(4-methylpipenizin-l-yl)cart»nyl]phenyJ}piperazw 
3.ethyl-lH-pyrazolo[3,4-d]pyriniidine 


374 


2-(diinethylamino)ethyl5-chloro-3-[4K3-*«hyl-lH-pyrazolo[3.4-d]pynmidin-4-yl^^^^ 
l-yl]-2-(methyIoxy)benzoate . 


375 


l.[5.chloro-3-[4-(3.ethyHH-pyraM)lo[3.4-d]pyrimidin-4-yl)pipcrazin-l-yl]-2- 
(methyloxy)phenylJ-N,N-dimeAylinethanainine 


376 


N'-{[5-chloro-3'[4K3-ethyl-lH-pyrazolo[3,4-d]pyrjmidiii-4-yl)piperazin-l-yl]-2- 

rmrthvlnYv'>nhfnvllm*-thYU-N,N-dimethvlethane-l,2-diainine 


377 
378 


[l-(3-chlorophcnylH-{3-ethyl-lH-pyrazolo[3.4-d]pyrimidin^-ylJp.penB.n-z-ylJinethanol 

, I J rj -ui 1 ~-*k«,inhofi\/iWni«ra»in.l.vll-IH-Dvrazolor3.4-dlpyninidin-3- 

3-[(4-{4-[4-(5-cnloro-2-nietnyipnenyi^pipcraiiii i jrij •»» mi-j 

yl}phenyl)oxy]-N,N-diinetiiylpropan-l-an»ine ^ 

_ . ^1 ^1- 1 1 u -^-./sirtfi A-j^invrlmiHin^-vnDioerazin-l-vll-S-inethylphenol 


379 
380 


2-chloro-4-[4-(3-ethyl-lH-pyrazolol3,4-ajpynniioin-H yypipctaiui • jnj ^ — j_r 

K3-chlorophenyl)-4K3-cthyl-lH-pyrazolo[3,4-d]pyrimidin-4-yl)-N-(l-«nethylpipendiii^- 
yl)piperazine-2-carboxainide _ ^ 


381 


1 -(3-chloropheny lH-(3-ethyl- 1 H-pyrazolo[3,4-d)pynmidm-4-yl)-N-(2-inoipnoiin-4- 
ylethyl)piperazine-2-carboxainide . 


382 


2-{[5-chloro-3-[4K3-ethyl-lH-p)^olol3,4^]pyrimidin-4.yl)piperazm-l-ylJ-2- 
(!iiethyloxy)phenyl]oxy}-N,N-dimethylethanatnine 


383 


3-{5-chloro-3-[4-(3-ethyl-lH-pyrazolo[3.4-d]pyriinidin-4-yl)pipera2iii-l-yll-2- 
mcthylphenyl}-N,N-diinethylprop-2-yn-l-amine . 


384 


N'-{5-chlorO'3-[4-(3-cthyl-»H-pyrazolo(3,4-d]pyriinidin-4-yl)pipcrazin-l-yll-2- 
mcthylphcnyl} -N,N-dimethylethane- 1 ,2-diainine 


385 


l,l-dimethylethyl(2E)-3-{4-[4-{5-chloro.2-methylphenyl)pipera2in-l-yl]-lH-pyrazoIo[3.4- 
d]pyrimidin-3-yl}prop-2-enoate 


386 


3-{{2-chloro^-[4-{3-ethyl-lH-pyrazolo[3,4-d]pyriiT>idin-4-yl)pipcra2in-I-yl]-5- 
methylphenynoxvVN.N-dimethylpropan-l-amine 


387 


2-({2-chloro-4-[4-(3-ethyl-lH-pyrazolo[3.4-d]pyriinidin-4-y0piperazin-l-yll-5- 
methylpheny>}oxy)-N.N-dtinethylethananiine ^ 


388 


4-{4-[5H:hloro-2-niethyl-4Kniethyloxy)phenynpipcnizin-l-yl}-3-ethyl-lH-pyrazolo[3,4. 
d]pyriniidine 
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Cmpd 


Name 


389 t 


-[4-(5-chloro-2-mettiylphenyl)pipcraziii-l-yl]-3-(4-niethylpiperazin-I-yl>lH-pyrazolo[3,4- 


390 : 

< 


-{4-[4-(5<hloro-2-methylphenyl)piperazin-l-yl]-IH-pyrazolo[3,4-d]pyrimidin-3-yl}-N,N- 
iiethylprop-2-yn-l-ainine 


391 


.{4-[4-(5-chloro-2.methylphOTyl)piperaziii-l-yl]-lH-pyrazolo[3,4-d]pyrimidin-3-yl}prop- 
»-yn-l-ol 


392 ^ 


l.[4-(5.chloro-2-mcthyIphenyl)pipcrazin-l-yl]-3-(piperidin-4-ylmethyl)-lH-pyrazolo[3,4- 
l]pyrimtdinc 


393 


jhenylmethyl (3aR,6aS>5-({4-[4-(5-chloro-2-methylphcnyl)piperazin-l-yl]-lH- 
3yrazolo[3,4-d]pyrimidin-3-yl}methylidcnc)hexahydrocyclopenta[c]pyrTole-2(lH)- 


394 


»-[4-(5-chloro-2-inethylphenyl)pipera2in-l-yl]-3-[(E)-(3aR,6aS)- 

kav<>kv//4rncu«tnnBntarclnvrml.SC 1 NVvlideneiTiethvll- 1 H*Dvrazolor3.4-dlpvTimidine 
i€XanyQrocyciopenHiicjpyrroi*jv'"/ j'™**'*^'^ V ^jriatwiv^-'j-r uj|^^.i>i<«>- 


395 


4.[4-(5-chIoro-2-methylphenyl)piperazin- 1 -yl]-3-(3-pyiTolidin- 1 -y Iprop- 1 -yn- 1 -y 1)- 1 H- 
pyra2olo[3,4-d]pyninidine 


396 


4-[4-(3-chloro-2-methylphenyl)piperazin-l-yl]-3-t3K4-methylpiperazin-l-yl)prop-l-yn-l- 
yl]- 1 H-pyrazolo[3,4-dlpyrimidine 


397 


3.{4-[4.(5.chloro-2-methyIphenyl)piperazin-I-yl]-lH-pyraa>lo[3.4-dlpyrimidin-3-yl}-N.N- 
diethylpropan-1 -amine 


398 


4-[4-(5-chloro-2-methylphenyl)piperazin-l-yl]-3-{3-pyrroIidin-l-ylpropyl)-lH-pyrazolo[3,4- 


399 


4.(4-(5-chloro-2-methylphenyl)piperazin.l-yn-3-(1.2.3,6-tetrahydropyridm-4-yl)-lH. 


400 


3-{5-chloro-3-[4-(3-ethyl-lH-pyrazolo[3,4-d]pyrimidm-4-yl)piperazin-I-yll-2- 
methy {phenyl} -N,N-diethylpropan- 1 -amine 


401 


4-{4-[5-chloro-2-methyl-3-(3-pyirolidin-l-ylpropyl)phenyl]pipera2in-l-yl}-3-ethyl-lH- 
pyrazolo[3,4-d]pyrimidine and 




a single geometric isomer, stereoisomer, racemate, enantiomer. or diastereomer, thereof and 
optionally as a pharmaceutically acceptable salt, solvate, or hydrate thereof. 










Table 2b. Additional Representative AKT Inhibitors 




Entry 


Name 




1 


[ 1 -(3-bromo- 1 //-pyrazolo[3 ,4-d]pyrimidm-4-yl)pipendin-4-yl](4- 
chlorophenyl)methanol 




2 


2- {[[ 1 -(a-bromo- 1 //-pyrazolo(3,4-d]pyrimidm-4-yl)piperidm-4-yl](4- 
rhinrnnhPnvnmethvlloxvt-NJy-dimethylethanamine 




3 


3- {[[ 1 -(3-bromo- 1 W-pyrazolo[3,4-d]pynmidin-4-yl)piperidm-4-ylJ(4- 
chloroDhenynmethvlloxy>-JV.;V-dimethyIproDan-l-amine 




4 


3-bromo-4-{4-[(4-bromophenyl)methyl]piperazin-l-yl}-l//-pyrazolo[3.4-d]|>yrimidine 




5 


{4-(3-bromo-lW-pyrazolo[3,4-d]pyrimidin-4-yl)-l-[(4-chlorophenyl)methyl]piperazm- 

2-yl}methanol 




6 


ffj^ 1 ^3-bromo- 1 //.pyrazolo[3,4-d]pynm>dm-4-yl)pipendm-4-yl](4- 
rhlnmnhenvnniethvn-A^JV-diethvlethane-l,2-diamine 




7 


3-bromo-4-{4-{[4-{l , 1 -dimethylethyl)phenyllmethyl}piperazm-l -yl)- 1 //-pyrazololJ,4- 
dlpyrimidine ^ 




8 


4-(3-bromo-lW-pyrazolo[3.4-dlpyrimidin^-ylM-K4-chlorophenyl)methyl]pipera2an-Z- 

one . 
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Entry 


Name 


9 


2-[4-(3-bromo- 1 //-pyrazolo[3.4-d]pyriinidin-4-yl)pipcrazin-l -yl)-2-(4-chlorophcnyl)-/V- 
r2-(dimethylamino)ethyllacctamide 


10 


;V-[l-(3-bromo-l//-pyrazolo[3,4-d)pyrimidin-4-yl)pjperidin-4-yl]-Af-(4-chlorophenyl)- 
A^.A^'-diethylpropane-l ,3-diamine 


n 


3-bromo^-(4-{[4-(trifluoromethyl)phenyl]methyl}piperazin-l-yl)-l//-pyrazolol3,4- 
dlpyrimidine 


12 


N-[ 1 -(3-bronio-l W-pyrazoloI3,4-d]pyrimidin-4-yl)piperidin-4-yl]-N-(4-chlorophenyu- 
W-r2-(dimethylaniina)ethyllurea 


13 


N-[[ > -{3-bromo- 1 //-pyrazolo[3.4-d]pyriinidin-4-yl)pipendin-4-yl](4- 


14 


2-[4-(3-bromo-lW-pyrazolo[3,4-d]pyriinidin-4-yl>-2-oxopiperazin-l-ylj-2-(4- 
chlorophenyl)-JV-r2-(dimethylamino)ethyllacetamide 


15 


2-(dimethylamino)ethyl [ 1 -(3-bromo-l //-pyrazolo[3,4-d]pyrimidin-4-yl)piperidin^- 
yll(4-chlorophenyl)carbamate 


16 


3-bromo-4-{4-[{4-chloro-3-fluoropheny!)methyl]pipcrazin-l-yl}-l//-pyi-azololJ,4- 
dlpyrimidine 


17 


3-bronio-4-{4-[(4-chloro-2-fluorophenyl)inethyl]piperazin-l-yl}-l//-pyrazolol3,4- 
dlpyrimidine — 


18 


N'i 1 -(3-bromo- 1 //-pyrazolo[3 ,4-d]pyriinidin-4-yl)piperidin-4-yll-JV-(4-chlon)phenyl)- 


19 


3-bromo-4-{4-[(4-chlorophenyI)methyllpiperazin-l-yl)-lW-pyrazolo[3.4-d]pyriinidine 


20 


[ 1 <3-broino- l//-pyra2olo[3,4-d]pyriinidwi-4-yl)pipendin-4-yl]{4- 
fluorophenvOmethanonc — -- - 


21 


N-[[ I -(3-bromo- 1 //-pyrazolo[3,4-d]pyriiindiii-4-yl)pipendin-4-yl](4. 
chlorophenynmethyn-A'',Ar-diethyl-A^-methvlethane-1.2-diamine 


22 


[l.(3-bromo-l//-pyrazolo(3.4-d]pyrimidin^-yl)piperidin^-yl](4-nuorophenyl)methanol 


23 


3-bromo-4-(4- { [2-fluoro-4-(trifluoromethy l)phenyl]methyl } piperazm- 1 -y 1)-1 //- 
pyrazolo[3,4-dlpyrimidine ; 


24 


/V-[l-(3-bromo-l//-pyrazolo(3,4.dlpyrimidm-4-yl)piperidin-4.yij-/v.^^-chloroph6nyl>- 
yV_3__//~3~-(iiethyl-beta-alaninamide 


25 


2-{[[l-(3-bromo-l//-pyrazolQ[3,4-d]pyrimidin-4-yl)pipendin-4-ylJ(4- 
fluoroph'^nyninethvl1oxv)-/V./V-dimcthylethanainine , 


26 


N-[[ 1 -(3-bromo-l //-pyrazolo[3,4-d]pyriinidin-4-yl)pipendin-4-yl](4- 
chlorophenvl)methyl]-Af~3~JV~3— diethyl-beta-alaninamide 


27 


3-bromo-4-{4-[(3.4-dichlorophenyl)mcthyl]piperazin-l-yl}-l//-pyrazolo(3,4- 


28 


yV-[l-(3-bromo-l//-pyrazolo[3,4-d]pyriroidin^-yl)piperidin-4-yl]-W-(4-chIorophenyl)- 
A''-r2-(dimethyIamino)cthyllethanediamide 


29 


N-[l-(3-bromo-l//-pyra2olo[3,4-dlpyrimidin-4-yl)piperidm-4.yl]-//-<4-chlorophenyl)-2- 
(dicthylaminojethanesulfonamide . _^ - 


30 


4-[4-(biphenyl-4.ylinethyl)piperazin-l-yl]-3-bromo-l//-pyrazolo[3.4-d]pyrimidine 


31 


3-bromo-4.{(3SM-[(4-chlorophcnyl)methyl]-3-methylpiperazin-l.yl}-l//-pynizolo[3.^ 


32 


3-brora<HK4-{[4-{methyloxy)phenyllmethyl}piperazin-l-yI>l//-pyrazolo[3,4- 
dlpyrimidine ■ 


33 


4-{3-broino-lW-pyrazolo[3,4Kllpyrimidin-4-yl)-/V-l3- 

ftrifliioromethvnDhenvnpiperazine-l-carboxamide . . 


34 


3-bromo-4-{4-[(4-fluorophenyl)methyl]piperazin-l-y1}-l//-pyrazolo[3,4-d]pyrimidine 


35 


N-[ 1 -(3-bromo- 1 //-pyrazolo[3,4-d]pyninidm-4-yl)piperidm-4-yl].yV-(4- 
rhlnrnnhenvhDent'4-enamide ~~ 


3-bromo-4-l4-<2^-dihydro-l,4-benz()dioxin-6-ylm«hyl)piperaziii-l-ylJ-irt- 
1 1 pyrazolo[3,4-<J]pvriinidine 
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Table 2b. Additional Representative AKT Inhibitors 


Entry 


Name 


37 


4-[4.( 1 ,3.benzodioxol-5-y ImcthyOpjpcrazm- 1 -yll-3-bromo- 1 W-pyrazolo[3,4- 
dlDvrimidine . __ . 


38 


1 -(3-bromo. 1 //-pyrazolol3,4-dJpyrimi(lin-4-yl}piperidin-4-ylJ(4- 
chlorophenyOmethanone 


39 


3-bromo-4-(4-{[4-(phenyloxy)phenyllmethyl}piperazm-l-yl)-l//-pyrazolo[3,4- 
dlpyrimidine ^ 


40 


3-bromo-4-{4-[(3.4-dichlorophenyl)inethyl]pipendin-l-yl}-l//-pyrazolol3,4- 
dlpyrimidine 


41 


4.{[4^^3.bromo-l//-pyrazolo[3,4-d]pyriniidin-4-yl)piperazin-l-ylJmethyl|-yv,yv- 
dimethylaniltne ^ 


42 


methyl 4-{[4-(3-bromo-lW-pyrazolol3,4-dlpynmidin-4-yl)piperazin-|. 
vHmethylibenzoate 


43 


3-bromo-4-{4-[(2E)-3-phenylprop-2-enoyl]piperazm-l-yl}-li/-pyra20lol3,4- 
dlpyrimidine 


44 


l-{3-bromo-l//-pyrazolo[3.4-dlpyrimidin-4-yl)-4-[(4-chlorophenyl)methyl]-A^-l3- 
fdiethvlamino)propyllpiperjdine-4-carboxarnide_ _ 


45 


3-bromo-4-{4-[(2-bromophenyl)methyl]piperazin-l-yl}-l//-pyrazolo[3,4-d]pyrimidine 


46 


3-bromo-4-{4-l(2-chlorophcnyl)methyllpiperazin- 1 -yl}- 1 //-pyrazolo[3,4-d]pyrimidine 


47 


3-bromo-4-{4-[(2,4-dichlorophenyl)methyl]piperazin-l-yl}-l//-pyrazolo[3,4- 
dlpyrimidine 


48 


3-bromo-4-{4.[(2-chIoro-4-fluoropheny!)niethyl]piperazm-l-yl}-l«-pynizoioiJ,'»- 


49 


1 -(3-bromo-l //-pyrazolo[3,4-d]pyrimidin-4-yl)-4-(4-cWoTOphenyl)-A^-[3- 
(diethylamino)propyllpiperidine-4-carboxainide 


50 


3.bromo-4.[4-(phenylmethyl)pipcrazin-l-yll-l//-pyrazolo(3,4-d]pyrimidine 


51 


2-t4-(3-bromo-l//-pyrazolo[3.4-d]pyrimidin-4-yl)p)peraEm.l-yl]-A^-pyridin-2- 


52 


3-bromo-4-[4Kl//-imidazol-2-ylmethyl)piperazin-l-yl]-lW-pyni2olo[3.4-d]pyrimidine 


53 


3-bromo-4.(4-{[3-(phenyloxy)phenyl]methyl}piperazm-l-yl>lW-pyni2oloP.4- 


54 


3-bromo-4-{4-[(3-methylphenyI)methyI]pipcraon-l-yl)-lW-pyrazolo[3,4^1pyrimidine 


55 


3-{[4-(3-bromo-l//-pyi^lo[3,4Mllpyrimidin-4.yl)piperazin-l-yl]methyl}bei^^^ 


56 


3-bromo-4- {4-[(2-chloro-6-fluorophenyl)methyI]piperazm- 1 -yl} - 1 //-pyrazolot3,4- 
dlpvrimidine — — • 


57 


3-bromo-4-[4-(l-phenylethyl)piperazin-l-yl]-l//-pyrazolo[3,4-d]pyrimidine 


58 


3-bromo-4-t4Kpyridin-4-ylmethyl)pipefazin-Nyl]-l//-pyrazolo[3,4.d]pyrimidine 


59 


1 -(3-bromo- 1 //-pyrazolo[3,4-d1pyrimidin-4-yl)-W-(4-chlorophenyl)pipcridin^-ammc 


60 


3-bromo-4-[4-{pyridin-3-ylmethyl)pipera2in-l-yl]-l«-pyrazolo[3.4-d]pyrimidine 


61 


3-bromo-4-(4-{[2,3,4-tris(methyloxy)phenyl]methyl}piperazin-I-yl>l//-pyrazolo[3,4- 


62 


3!bromo-4-[4K{3-[{phenylmcthyl)oxy]phenyl}methyl)piperazm-l-yl]M//-pyrazolop 
Hjj^ynmidine 


63 


3-bromo^-[4-<naphthalen-l-ylmcthyl)pipenizin-l-yl]-l//-pyrazolo[3.4.d]pyrimidine 


64 


3-bromo^-(4.{l5<4-chlorophenyl)fiim-2-yl]methyl)pipera2in-I-yl)-lW-pyni20lol3.4- 
dlpyrimidine ' 
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Tabic 2b. Additional Representative AKT Inhibitors 


Entry 


Name 


65 


3-bromo-4-[4-{{4-t(4-fluorophcnyl)oxy]-3-nitrophenyl} methyOpipenizin- 1 -yl]- 1 H- 
pyr3zo'lof3 4-cllpyriinidinc 


66 


3-bromo-4-[4KluiM-2-ylcai1)onyl)piperazin-l-yl]-Ii/-pyrazolo[3,4-d]pyrimW^ 


67 


3-bromo-4-[4-(l//-indol-6-ylcarbonyl)piperazin-l-yl]-l//-pyrazolo[3,4-dlpyrimidine 


68 


3-bronio-4-{4-[2-(2-thienyl)ethy1]piperazin-l-yl}-l//-pyrazolo[3,4-d]pyrimidine 


69 


3-broino-4-t4-(3-pyrrolidin-l-ylpropyl)ptpera2in-l-yl]-lW-pyrazolo[3,4-d]pyrimidine 


70 


3-bromo-4-[4-(cyclohexylmethyl)piperazin-l-yl]-l//-pyrazolo[3,4-d]pyriinidine 


71 


3-bromo-4-{4-[(10-chloroanthracen-9-yl)niethylJpiperazin-l-yl}-l//-pyrazoIo[3.4- 
dlpyrimidine „_^^_„^^^^^__,^^^— — ^— ^— ^— ~ 


72 


3-bromo-4-[4-(l-methylpropyl)piperazin-l-yl]-W-pyrazolo[3,4-d)pyriinidine 


73 


4-(4-{[4,6-bis(methyloxy)pyriinidin-2-yl]methyl}piperaziii-I-yl)-3-bromo-lW- 
DVrazolof3,4-dlpyrimidine 


74 


3-bromo^-{4-[2-(methyloxy)ethyl]piperazin-l-yl>-li/-pyrazoIo[3,4-d]pyrimidine 


75 


3-broino-4-[4-(2-morpholin^-yl-2-oxoethyl)piperazin-l-yl]-l//-pyrazolo[3,4- 

dlpyrimidine , . . 


76 


3-bromo-4-{4-(3-<methyloxy)propyl]piperazin-l-yI)-l//-pyrazolo[3,4-d]pyriniidine 


77 


4.{4.[[4,6-bis(methyloxy)pyrimidin-2-yl](phenyl)tncthyl]piperazin-l-yl}-3-bromo-l//- 
DVtazolor3.4-dlDvrimidme _ 


78 


3-bromo-4.[4-(6,7,8.9-tetrahydn)-5//-benzocyclohepten-i-yl)piperazin-i.ylJ-IW- 
Dvrazolof3.4-dlDvriniidine T7Ta~ 


79 


3-bromo-444-{{4.[(phenylmethyl)oxy]phenyl}methyl)pipera2in-l-ylJ-l//-l»yrazoiolJ 
dlDvrimidine , „ . 


80 


3-bromo-4-[4.({3-chloro-4-t(phenylmethyl)oxy]phenyl}methyI)pipenizin.l-ylJ-lH- 
Dvrazolor3.4-d]Dvriniidine _ , ., , , 


81 


4-{[4-{3-bromo-l//-pyrazolol3,4-d]pyrimidin-4-yl)pipera2in-l-yijmethyl}-W^i- 
mon3holin-4-Ylpropyl)benzamide nTFTi 


82 


4.{[4-(3-bromo-l//-pyrazolo[3,4-d]pyriinidin-4-yl)piperazin-l-yljmeinyi)./v-iJ- 
(nicthyloxy)propyl]benzainidc _ . ■ 


83 


2-[({4-(3-bromo-l//-pyrazolo[3,4-d]pyriimdin-4-ylhl-l(4- 

chloropheiivnmethvnpiDerazin-2.vl}methyl)oxy]-A^^-dimethYlethanamine 


84 


3-bromo-4.[4-({4-[(4-chlorophenyl)oxy]-3-nitrophenyl>inethyl)piperaziii.i-yij-i/j- 
DVrazolor3,4-dlPvrimidine — 


85 


2-[4-(3-bromo-lW-pyrazolo[3,4-d]pyriniidin-4-yl)piperaziii-l-yl]-yv,iV- 

dimethylacetemide 


86 


2-{[(R)-[l.(3-broino-l//-pyrazolo[3.4-d]pyrimidin-4-yl)pipcridin-^-yij^t- 
chlorophenyl)methvnoxv)-NJV-diincthvlcthanaminc 


87 


^-(4-bromo-3-fluorophenyl)-N-[H3-bronio.|//-pyrazolol3.4^Jpyrimioin-4- 
vl)piperidin-4-yl1-Ar-f2-(dimeihvlainino)ethynurea . — 


88 


2-({(RH4-chlorophenyl)[l-{3-ethyl-l//-pyrazolol3,4-dJpyniniain-4.yijpjpendin-4- 


89 


2-{ [(S)-[ 1 -{3-bromo- 1 //-pyrazolo[3,4-dJpyrimidin-4-yl)pipenain-^-yijv'»- 
chlorophenyOmeihylloxvl-iV^-diniethvlethanamine 


90 


3-bromo^K4-{(RH4<hlorophcnyl)[(2i.ym)lidin-l-ylethyl)oxylinethyl}pipendin.l- 
Yl>-l//-pyrazolor3.4-d1pvrimidine _— 


91 


1 /[ 1 -{3-broino-m-pyrazolo[3,4-d]pyrimidin-4.yl)pipcridin-4-yl]- 1 -(4-chloropheny IM- 
(diinethylamino)butan- 1 -ol 




2-{[(RHH3-troino-ltf-pyrazolo[3,4-dlpyriinidin-4-yl)piperidin-4-yl](4-chloro-J- 
nuorophenyl)methylloxy}-ArjV-dimethylcthanaiiiine 
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Table 2b. Additional Representative AKT Inhibitors 




Entry 


Name 




93 


3-bromo-4-(4-{(R)-(4<hlorophenyl)[(2-piperidin-l-ylethyl)oxy]methyl}piperidin-l-yl> 
1 //-pyrazolof 3,4-dlpyriinidine 




94 


4-[ 1 -(3-bromo-l //-pyrazolo[3 Adlpyriniidin-4-yl)pip€ridin-4-yIH-{4-chlorophenyl)- 
JV^-dimethylbutan- 1 -amine 




95 


3-bromo-4-(4-{(RH4-chlorophenyl)[(2-moq)holin-4-ylethyi)oxy]methyl}pipcndin-l- 
yl)-l//-'pyrazolo[3 4-d]pyrirnidine 




96 


1 -[ 1 -(3-bronio- 1 //-pyrazolo[3.4-d]pyriniidin-4-yl)pipcndin-4-yl]- 1 -{4-fluorophenyl)-iV- 




97 


N[ 1 -<3 -bromo- 1 //-pyrazolo[3,4-d]pyrimidin-4-y l)piperidin-4-y 1]- 1 -(4-fluorophenyl)-iV- 




98 


4-{({[l-(3-bronio-l//-pyrazo1o[3,4-d]pyrimidin-4-yI)piperidin-4-yl](4* 
fluorophenyl)methyl}(inethyl)aniino]tnethyl}-)VA-<l>iiiethylaniline 




99 






100 


3-bromo-4-{4-{(R)-(4-chloro-3-fluorophenyl)[(2-pyiTOlidin-l- 
vlcthyl)oxylmcthyl}piperidin-l-yl)-lW-pyrazolor3,4-d]pyrimidme 




101 


3-bronio-4- {4-[(4-chlorophenyl)oxy]pipcridin- 1 -yl} - 1 //-pyrazolo[3,4-d]pyriniidinc 




102 


2-{[(R>[ 1 -(3-bromo- 1 //-pyrazolo[3,4-d]pyrimidin-4-yl)piperidin-4-yl](4- 
chloraphenyl)methylloxy}-MA^-dicthylethanamine 




103 


2-{[l-(3-bromo-l//-pyra2olo[3,4-d]pyrimidin-4-yl)piperidin-4-yl]oxy}-5-ch!oro-A^-(2- 
pvrrolidin-l-ylethyl)aniline and 






a single geometric isomer, stereoisomer, racemate, enantiomer, or diastereomer, thereot 
and optionally as a pharmaceutically acceptable salt, solvate, or hydrate thereof. 










Table 3a. Representative c-MET Inhibitors 


Cmpd 
No. 


Name 


1 


iV-(4-fluorophenyl)-Ar-[3-fluoro-4-<7//-pyrrolo[2,3-d]pyrimidin-4- 

yloxy)phenyl]propanediamide 


2 


Af-(4-fluorophenyl).W'-[3-fluonM-(7//-pytTOlo[2,3-dlpyrimidm-4-yloxy)phenyljcyciopropane- 
1,1-dicarboxamide ^ 


3 


iV-({[3-fluoro-4-(7//-pyrTolo[2.3-dlpyrimidin^-yloxy)phenyl]ammo}carbonothioyU-:i- 
phenylacetamide — — ; 


4 


/V-(4-fluorophenyl)-W-{4-{[l-(tetrahydro-2//-pyran-2-yl)-l//-pyrazolo[3.4-dJpyrimiain-4- 
ylloxy } phcnyl)cyclopropane- 1 , 1 -dicarboxamide 


5 


2-phenyl-JV-{[(4-{[l-(tetrahydro-2//-pyran-2-yl)-l//-pyrazolo[3,4-d]pyrimidm-4- 
yl1oxy}phenvnaminolcarbonothioyUacetamide 


6 


//-(4-nuorophenyl)-Ar-(4KIW-pyrazolo[3,4-<llpyrimidin-4-yloxy)phenylJcyclopropane-i,i- 
dicarboxamide . 


7 


2-phenyl-A/-({[4-(l//-pyrazolo[3,4-d]pyrimidm-4- 

yloxy)phenyllamino} carbonothioyl)acetamide 


8 


yV-(4-fluorophcnyl)-W'-(4-{(9-(tetrahydro-2//-pyran-2-yl)-9//-punn-6. 

ylloxy}phenyncvcIopropanc-l,l-dicarboxamidc „_ 


9 


2-phenyl-JV-{[(4-{l9-(tetrahydro-2//-pyran-2-yl>9//-punn-6- 

yHoxy}phenyl)aminolcarbonothioyl}acetamide 


10 


W.(4-fluorophenyl)-W'-[4K9W-purin-6-yloxy)phenyl]cycIopropane-l.l-dicaitoxamide 


11 


2-phenyl-A^-{{[4-(9//-purin-6-yloxy)phenyl]amino}carbonothioyl)acetamide 


12 


W-{3-fluoro^-[(6-{[(2-morpholin-4-ylcthyl)amino]carbonyi}-7W-pyrrolo[2,3-dlpyrimidin-4- 
yl)oxylphenYU-Ar-(4-fluoropheny0cycloDroDane-l.l-dicaiboxamideand 
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Table 3a. Representative c-M£T Inhibitors 


Cmpd 
No. 


Name 




a single geometric isomer, stereoisomer, racemate, enantiomer, or diastereomer, thereof and 
optionally as a pharmaceutically acceptable salt, solvate, or hydrate thereof. 



Table 3b. Additional Representative c-MET Inhibitors 


Entry 


Name 


1 


Ar-t({3-fluoro-4-[(6-(methyloxy)-7-{[(3aR,6aS)<>ctahydro^clopentaMpyr^^ ^ 


2 


A'-{[(3-fluoro-4-{[7-({[(3aR,6aS)-2-methyloctahydrocyclopenta[c]pyrrol-5-yl]mcthyl}oxy)-6- 
(inethyloxy)quinazoiin-4-ynoxy}phenyl)amino]carbonothioyU-2-phenylacetamidc 


3 


f\f. { [(4- { [6,7-bis(methyloxy)quinolin-4-y l]oxy } -3- 

fluorophenyiymethvOaminolcarbonothioy 1 } -2-phenylacetamide , 


4 


1 -(4- { r6,7-bis(methy loxy)quinolin-4-ylloxy} -3-f1uorophenyl)imidazolidin-2-one 


5 


l-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-3-(phenylmethyl)imidazolidm- 


6 


l-(4.{[6,7-bis(methyloxy)quinolin-4-yl)oxy}-3-fluorophenyl)-3-<phenylacetyl)miidazohdm-2- 

one ^ „ 

,tt.«irrii.ff/i7.hkrmethvlftxv^guinolin-4-vnoxv>-3-fluorophenvl)aminolCoxo)acetate 


7 
8 


yv.|[^4-{[6,7-bis(metnyioxyjc|umazonn-'»-yijaminopj-iiuuiupiiciiji/»«i«""jv«« j i 
Dhenvlacetamide .. — 


9 


yV.(4-{[6,7-bis(methyloxy)quinolin-4-ylloxy}-3-fluorophenyl)-/v-metnyi-/v-i/- 
DhenvlethvOsulfamide — — 


10 


^-(4-{[6.7-bis(methyloxy)quinolin-4-ylloxy}-3-fluorophenyl)-3-(pr»enyiraetnyihi,2,4- 
oxadiazol-S-amine — 


11 
12 


1 (^-(fff7-^si./.««fhvi»vvV.iiir.nlin^-vnoxv>-3-fluoroPhenvl)pipenflro-.^-one 

Ar-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}.3-fluorophenyl)-A/'- 

{ohenylmethynethanediamide . _ 


13 
14 
15 


A^44-{[6.7-bis(methyloxy)quinolin-4-vlloxy)-3-fluorophenyl)-4-pnenyi-i,j-ihiazol-i-ainii.c 
Ar-(4-{t6,7-bis(methyloxy)quinolin-4-yI]oxy}-3-fluorophenyl>JV-(2- 

ohenvlethyDethanediamide ; -— 

5v-(4-{r6,7-bis(mcthYloxy)quinolin-4.Ynoxy}-3-fluDrophenyl>l-phenylmethanesultonamiae. 


16 
17 


Af-r4-fr6 7-bisfmcthYloxy)quinolin-4-ynoxy}-3-fluorophcnyl)-2-phenvlcthanesultonamiae _ 

4-fr6,7-bis(methvloxY)guinolin^-vnoxv}-3-fluoro-;V-(Dhcnylmcthyl)benzenesulfonamide 

4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluoro-iV-methyl-A'- 

f DhenvlmethyDbenzencsulfonamidc 


19 

20 

21 
22 


4-(r6,7-bis(methvloxY)quinolin-4-Ylloxy}-3-fluoro-Af^2-phcnylethyl)benzenesultonam.ae 
4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluoro-/V.methyl-//-(2- 

phenylethyllbenzenesulfonamidc , _ 

4-{r6.7-bis(mcthvloxv)qulnolin-4-vlloxy>-3-fluoro-/V-(3-phenylproDvnbcn2«nesUltonamiqe 
l-{4-{f6,7-bisCmethYloxy)quinolin-4-yl]oxv>-3-fluorophenyl)pyrrolidm::2:one _ 


23 
24 

25 


4-U6.7-bis(mcthvloxy)quinolin-4-ynoxy}phenyl(phenylmethyl)carbamate _ — 

4-{[6,7-bis(methvloxY)quinolin^-ylloxy}phenvU2-phcnylethyl)carbamate 
4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluoro-A'-methyl-W-<3- 

phenylpropyQbenzcnesulfonamide _ 


26 


Ar-(4-(f6,7-bis(methyloxy)quinolin-4-ynoxy>-3-fluorophenvlVyV-phenylcthane<Iiamiae 


27 


A'-{[(3-nuoro^-{[7-{[(2-methyloctahydrocyclopenta[c]pynol-5-yl)methyl]oxy}-6- 
(methyloxy)quinolin-4.ylloxv)phenyl)aminolcarbonothioyl}-2-phenylacetamide 


28 


yV-[(Z)-[(4- { [6,7-bls(methyloxy)quinolin-4-yIloxy} -3-fluorophenyl)ammoJCimmojmethyl]-2- 
phenylacetamide 


29 


4-{[6,7-bis(meihyloxy)quinolin-4-yl]oxy}-3-fluoro-Af-t2- 

(phenyloxyjethyllbenzcnesulfonaniide ! 
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Table 3b. Additional Representative c-MET Inhibitors 


Entry 


Name 


30 


A^^-(4- { [6,7-bis(niethyloxy)quinolin-4-yJ]oxy } -3-fluorophenyl)-bis-(3-phenyIpropane- 1 - 

sulfonamide) 


31 


Af.(4.{[6,7-bis(methyloxy)quino!in-4-yl]oxy}-3-fluorophenyl)-3-phenylpropane-l- 
sulfonamide 


32 


AQ-t(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)sulfonylj-M- 
phenylglycinamide 


33 
34 


yV-(6-ff6,7-bis(methyloxy)quinolin-4-ylloxytpyridin-3-yl>-2-phenvlacetamide 
Af-{[(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}pyridin-3-yI)amino]carbonothioyl}-2- 
phenylacetamide 


35 


6-{[6 7-bis(methyloxy)quinolin-4-ylloxy}- 1 ,3-benzothiazol-2-aminc 


36 


6-{[6 7-bis(methyloxy)quinolin-4-yl]oxyi-5-fluoro-l,3-benzothiazol-2-amine 


37 


N-i6- { [6,7-bis(mcthy loxy)quinolin-4-yl]oxy }-5-fluoro- 1 ,3-benzothiazol-2-yl)-2- 
phenylacetamide — . 


38 


//.(4.{[6,7-bis(methyloxy)quinolin-4-yl]oxy)-3-fluorophenyl)-Ar-(2-morpholin-4- 
Ylethyl)ethanediamide , , 


39 


benzyl-{[4-<6,7-dimethoxy-quinolin^-yloxy)-3-fluoro-phenylcarbamoylJ-inethyl>-carbainic 


40 


//J-{4-{[6,7-bjs{methyloxy)quinolin-4-yl]oxy)-3-fluorophenyl>A/2- 

{DhenvlmethvDRlycinamide . 


41 


/V2-acetyl-Afl-(4-{(6,7-bis(methyloxy)qutno!in-4-ylJoxy}-3-tluorophenylhyVi- 
fohenvlmethvnalvcinamide , ■ 


42 
43 


W6-ff6J-bis(methyloxy)quinolin-4-ylloxy}-1.3-benzx)thiazol-2-viW-Piienylaceiainide 
benzyl-{[6-(6,7-4imethoxy-^juinolin-4-yloxy>pyridiiH3-yfcarbamoyl]-inethyl}-carbamicacid 
tert-butyl ester 


44 
45 


A'l-(6-{f6J-bis(methvloxv^uinolin^.vnoxy)pyridin-3-ylVAQ-{phenylinethyl)glycinaniide 

W2-acetyl-/Vl-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}pyndin-3-yl)-/V2- 

(phenylmethyDfilycinamide ^ j 

Ar,(6-U6J-bis(methyloxy)quinolin-4-ylloxy>Dvndin-3-yl)-3-Piienyipropanan!iae 


46 
47 
48 


Ar.(6-(r6,7-bis(methyloxy)quinolin-4-vlloxy>ovndin-3-yl)-4-Phenylbutanamioe 

A^l-(6-{[6,7-bis(inethyloxy)quinolin-4-ylloxy}pyridin-3-y»-Aa-inethyl-A2- 
(phenylmethyl)glycinamide ^ ^rrrrrrA 


49 


N-(4-{[6,7-bis(niethyloxy)quinolin-4-yl]oxy}-3-nuorophenyl)-yV'-{^-l4- 
(niethyloxy)phenyllethyl}ethanediainide 


50 


/Vl-(4-{f6,7-bis(methyloxy)quinolin-4.yl]oxy}-3-fluoroplienyihyv^-meinyl-Wz- 
(phenylmethyl)Rlycinainide 


51 


4-[{2-amino-l,3-bcnzothiazol-6-yl)oxyl-6.7-bis(inethyloxy>K2-oxo-2. 
phenylethynauinolinium . . — 


52 


^.{[(4.{[6,7-bis(methyloxy)quinolin-4-yI]ainino}phenyl)aminojcaroonoinioyi)-t- 
phenylacetamide - — — ■ 


53 


A^-(6-{[6,7-bis(inethyloxy)quinolin-4-yl]oxy}-5-fluoro-l,3-Denzoiniazoi-ii-yl>3- 


54 


^-{[(6-'{[6!7-bis(mcthyloxy)quinolin-4-yl]oxy}-5-chloropyridmO-yl)amino]carbo^ 


55 


iV-{4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyI)-JV-(2,3-dihydro-l//-inden 1 
vnethanediamide , - — — ;■: . — r 


56 


^-(4-{[6,7-bis(mMhyloxy)quinoIin^-yl]oxy)-3-fluorophenyl>W-(2,3-dihydro-l//-inaen-z- 
yQethanediainide 


57 


iv.{4.{[6.7-bis(inethyloxy)quinolin-4.yl]oxy}-3-nuorophenyl>^H».-i.^,'>- 


58 

1 59 


ArK4-{[6J-bis(methyloxy)quinolin-4-y»]oxy).3-fluorophenyl>JV-(2-phenylethyl)-A^ 

(phenylmethyl>sul&inide '. 

yyi-(4-«6.7-bisfmethvloxy)quinolin-4-vnoxy)-3-nuoropftenyl)-yy2- 1 
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Table 3b. Additional Representative c-MET Inhibitors 


Entry 


Name 




(trifluoroacetyl)glycinamide 


60 


Af-{f4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenylcarbamoyll-methyl}-benzamide 


61 


Af-(6-{[6J-bis(methyloxy)quinolin-4-ylloxy}pyridinO-yl^Ar-(4-fluorophenyl)propanediainide 


62 


;V-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-Ar-[(2S>l,2,3,4- 
tetrahydronaphthalen-2-yi1ethanediainide 


63 


Af-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl>A''-[2-(4- 
methylphenyOethyllethanediamide 


64 


jV-{4-([6,7-bis(methyloxy)quinolin-4-yl]oxy)-3-fluorophenyl)-A/'-(2- 
phenylpropyOethanediamide 


65 


yV-(4-{[6,7-bis(inethyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-A/'-[2-(4- 
chlorophenyI)ethyl]ethanediamide 


66 


A^(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-Ar^- 
bis(phenylmethyl)sulfamide 


67 


iV-(4-{[6.7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-JVJV-bis(2- 
phenylethyOsulfamide 


68 


ethyl f (6- { f6,7-bis(methyloxv)quinolin-4-ylloxy }-5-chloropyridin-3-yl)amino](oxo)acetatc 


69 


iV-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-JV-(2- 
phenyiethyDethanediamide 


70 


A^-(6-{[6,7-bis(methyloxy)quinolin-4-ylloxy}-5-chloropyridin-3-yl)-A/'-(4- 
fluorophenyOpropanediamide 


71 


A^^4-([6.7.bis(mcthyloxy)quinolin-4-yl]oxy}-3.nuorophenyl)-Ar-(U,3,4- 
tetrahvdronaphtha]en-2-yl)ethanediamide 


72 


N-i4- { [6,7-bis(methy loxy)quinol in-4-y l]oxy } -3-fluorophcnyl)-A/'-[2-( 1 -methylpyirolidin-2- 
yl)ethyl]ethanedianiide 


73 


^-{4-{(6,7-bis(methyloxy)qujnolin^-yl]oxy)-3-fluorophenyl)-Ar.[2. 

(phenyloxy)ethyncthanediamide 


74 


Af-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophcnyl>A/'-[2-hydroxy-l- 
(phenylmethvDethyllurea ^ . 


75 


l-(4-{[6J-bis(niethyloxy)quinolin-4.yl]oxy}-3-nuorophenyl)-3-[(4-nieaiylphenyl)sultonylJ^ 
(phenylmethyl)imidazolidin-2-one — 


76 


A^.(4-{[6,7-bis(methyloxy)quinolin-4-ylloxy}-3-fluorophenyl)-;V-methyl-AK2- 
phenylethyOethanediamide 


77 


//.(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-yV-{[3- 
(trifluoromcthyOphenynmethyUethanediamide 


78 


A^(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-iV-{2-[3- 
(trifluoroinethyl)phenyllethyl>ethanediamide 


79 


Af-(6-{[6,7-bis(niethyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-3-oxo-4- 
phenylbutanamide . 


80 


^-(6- { [6,7-bis(methytoxy)quinolin.4-y i]oxy ) -5-chIoropyridin-3-yl)-2-[3- 
(trifluorometfayDphenynacetamide , 


81 


6-{{6J-bis(methyloxy)quiiiolin^-yl]oxy}-5-fluoro.N*[2-(phenyloxy)ethyl]-l,3-benzothiazol- 

2-amine . 


82 


6-{[6,7-bis(methyloxy)quinolin^-yl]oxy}-5-fluoro-;V-{2-piperidin-l-ylethyl)-l,3- 
benzothiazol-2-ainine ^ 


83 


6-{[6,7-bis(methyloxy)quino!in-4-yi]oxy}-5-fluoro-yV-methyl-yV-(2-phcnylethyl)-1.3- 
benzothiazol-2-amine . 


84 


6-{t6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-AK2-pyiTohdin-l-ylethyl)-l,3- 
benzothiazol-2-ainine 


85 


6-{(6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-iV-{t3-(trinuoroinethyl)phcnyl]inethyl}- 
1 ,3'benzothiazol'2'ainine 


86 


6-{I6,7-bis(methyIoxy)quinolin-4-ylloxy>-5-fluor(>.A^-{2-(3-(trifluoromethyl)phenyl]ethyl)- 
l,3-benzothiazol-2-ainine — 


87 


A'-{6-{[6.7.bis(inethyloxy)quinolm-4-yl]oxy}-5-chloropvridin-3-yl)->V-[3- 
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Table 3b. Additional Representative c-MET Inhibitors 


Entry 


Name 


88 


(trifluoromethYnphenylloropanediamide 

Af-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy>-5-fluoro-l,3-bcii20thiazol-2-yl>2-ti- 
(trifluoromethvl)phenyl]acetaniide 


89 


Ari-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-W2-{[3- 
ftrifliinmmethvnDhenvllmethvUglYcinamide ^ — 


90 


Wl-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyI>/V2-c:i- 
phenvlethynelycinamide . . 


91 


jVi-(4-{[6,7-bis(methyloxy)quinolin-4-ylloxy}-3-fluorophenyl)-7VZ-|;i-l^- 
(trifluoromethynphenyllethyl}glycinamide 


92 


benzyl-{[5-chloro-6-(6,7-dimethoxy-quinolin-4-yloxy)-pyriam-j-yicarDamoylJ-mi:iliyl}- 
caibamic acid tert-butyl ester . 


93 


Ari-(6-{[6,7-bis(inethyloxy)quinolin-4-ylJoxy}-5-ch!oropyndui-J-yl)-W2- 
fDhenylmethyl)glycinamide . , _^ — ~ . — 


94 


iV-(6-{[6,7-bis(inethyloxy)quinolin-4-yl]oxy}-5-fluoro-l,3-ben20tma20i-z-yi^-i-lJ.J- 
hisftrifluoromethynphenyllacetamide -■■ , , , , , : 


95 


;^-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-tluoro.l.3-benzotniazow-yi^i-U-i>lilw"-J- 
rtrifluoromethynphenyllacetamide . — . 


96 


iV-{3-fluoro-4-[(6-(niethyloxy)-7-{KI-niethylpiperidin-4-yl)inettiyiJoxy}qumoiin-»- 
vOoxylphenvl} -A/'-(2-phenvlethvl)ethanediainide 


97 


>.(4-{[6,7-bis(inethyloxy)quinolin-4.yl]oxy}-3-fluorophenyi)-yv-u,^,3,4- 
tetrahydroisoquinolin- 1 -ylmethyl)ethanediamide — ___ 


98 


;V-(4-{[6,7-bis(methyloxy)qumolin-4-yl]oxy}-3-fluorophenyl)-W'-l(2-metliyl-l,i,3,4. 
tetrahydroisoauinoHn- 1 -y i)methyl]ethanediamide — -z 


99 


^fl-(4-{[6,7-bis(methyloxy)quinolm-4-y^oxy)-3-fluoropnenyl^/vz-meUlyl-^2-U3- 
ftrifluoromethynphenyl1methyl}glycinamide „ , ^ „ ' 


100 


A^l-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyU.«i-nieuiyi-yvz-i^-lJ- 
(trifluoromethynDhenvllethyl}glycinamide 


101 


iVl-(4-{[6,7-bis(methyloxy)quinolin-4-ylloxy}-3-fluoroptienyih/vz-nicuiywY-i-v-t- 


102 




103 


Af-(6-{[6,7-bis(methyloxy)quinolin^-yl]oxy}pyridazin-3-yl)-A/'-(4- 

fluorophenyOpropanediamidc ~ 


104 


JV-(6-{[6,7-bis(methyloxy)quinolin-4.ylloxy)-5-chloropyridin-3-yl>/V-(2- 
chlorophenvnpropanediamide ■ 


105 


W{[6,7-bis(methyloxy)quinolin-4-ylloxy)-5-chloropyriain-J-yi^yvAj- 
chlorophenynoropanediamide ___ — — ■ — 


106 


A^K6-{[6J-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropynaino-yl^/^i-in«hyi-A/i- 
(phcnylmethvllelvcinamide ^ -7 ■ 


107 
108 


Ar-(6-{[6,7-bis(mcthyloxy)quinolin-4-yljoxyJ-i-chloropyriiJui-J-yi> Jv-i,^ 
pn^x^f^.7ri7.hlr.nethylnxv^uinolin-4.vnoxy}phenyl>2-iCmethyloxv)im 


109 
110 


-"feEVjV-i4-i[6,7-bi^methvloxv)Quinolin^-ynoxy}phenYlV2-Kethyloxy)imino|propan 
(2E)-/V-(4-{[6,7-bis(mcthyloxy)quinolin-4-ylloxy)phenyl>2- 

( rrnhenvlmethynoxvliniinolpropanainide _ ~ — 


111 
112 


w/4-fr6.7-bisfmethvloxy)quinolin-4-vlloxy}phenvlVKDhenylmethyl)proi!^ 1 

■l-(4-{[67-bb(methyloxy)quinolin^-yl]oxy}phcnyl>3-((4-mcthylphenyl)suironylJ-4- 

U4-n6J-bis(Lthvloxv-|auinolin^-ynoxv)phcnylM-(phenylmethyl).midazolidin^ 


113 

114 

115 
116 


A/K4Ak7-bis{methyloxy)quinolin^-yl]oxy}phcnylH-(phenylmethyl>4.5-dihy«iro-1.3- 

oxazol-2-amine , ■ : — r. 

6>bis(methyloxyH-f^4-f4-fphenylmethvltoiDerazin-l-ynphenyltoxy^^ 

/-(^-f7,t7V,(»^t»:wvVi.Hni>lin^.vnoxvti)heDylM-(phenvlmethvl>pip^ 
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Table 3b. Additional Representative c-MET Inhibitors 


Entry 


Name 


117 


A^l-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-A'2-(phenylmethyl)alaninamide 


118 


JVl-(4-{[6,7-bis(mcthyloxy)quinolin-4-yl]oxy}phenyl)-A'2-mcthyl-^2- 
(phenylmethyl)alaninamide 


119 


JV^4-{[6,7-bis(methyloxy)quinolin-4-yIloxy}phenyl)-^2-(phcnylmethy01eucinamide 


120 


N\ -(4- { [6,7-bis(methyloxy)quinolin^-ylloxy } pheny l)-A/2-methy l-AQ- 
fphenylmethvOleucinamide 


121 


Afl-(4-{[6,7-bis(niethyloxy)quinolin-4-yl]oxy}phcnyl)-A'2-(phenylmethyl)valinamidc 


122 


4-(6,7-dimethoxy-quinolin-4-ylaniino)-Ar-(3-pnenyl-propyl)-benzaiiiiue 


123 


4-benzyl-l-f4-(6J-dimcthoxy.quiimlin-4-y!oxy)-phenyl]-tetrahydro-i>yriinidin-.2-one 




N-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yIoxy]-phenyl}-iV- 
phenethyl-oxalamide 


125 


2-{Benzyl-methyl-amino)-M[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-3-methyl- 
butyramide 

(note: Alphabetic order of prefixes iKnored while selecting parent chain) 


126 


W-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyll-2-phenoxyiniino-propionainide 


127 


2-Benzyloxyimino-A'44-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-phenyI-acetainide 


128 


4.[4-(4-Ben2y 1-piperidin- 1 -yl)-phenoxyl-6,7-diinethoxy-quinolinc 


129 


Af.[4.(6,7.Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-W-(2-isopropyH,2,3,4-tetrahydro- 
isoquinoiin- 1 -ylmethyO-oxalaniide 


130 


A^-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyll-W'-(2-ethyl-1.2,3,4-tetrahydro- 
isoquinolin- 1 -ylmethyl)-oxalamide 


131 


4^4.{3.Chloro-5-[2-(4-fluoro-phenylcarbamoyl)-acetylaniino]-pyridin-2-yIoxy}-6-methoxy- 
quinolin-7-yloxymethyl)-piperidine-l-carboxylic acid tert-butyl ester 


132 


//-{5-Chloro-6-[6-methoxy-7-(piperidin-4.ylmethoxy)-quinolin-4.yloxy]-pyndin-3.yl}-A''-(4. 
fluoro-phenyO-inalonamide 


133 


A'-{5-<;hloro^[6-methoxy-7-{l-methyI-piperidin-4-ylniethoxy)-quinolin-4-yIoxy]-pyridin-3- 
y 1 } -W'-(4-fluoro-phenyl)-malonamide 


134 


iV-{4-[7-(3-Diethylamino-propoxy)-6-methoxy-quinoiin-4-yloxy]-3-fluoro-phenyl}-iV- 
phenethyl-oxalamide . 


135 


N-{3-Fluoro-4-[6-methoxy-7-(3-inorpholin-4-yl-propoxy)-quinolin-4-yloxy]-phenyl}-Ar. 
phenethyl-oxalamide 


136 


M{3-Fluoro-4-(6-methoxy-7-{3-piperidin-l-yl-propoxy)-quinolin-4-yloxy]-phehyl}-A/'- 
phenethyl-oxalamide 


137 


A^-{4-[7-{2-Diethylamino-ethoxy)-6-inethoxy-<luinolin-4-yloxy]-3-fluoro-phenyi}-JV- 
phenethyl-oxalamide 


138 


)V-{3-FIuoro-4-[6-methoxy-7-(l-methyI-piperidin-4-ylniethoxy)-quinolin-4-yloxy]-phenyl}- 

A''-methyl-^•-phencthyl-oxalamide 


139 


JV-{3-Fluoro-4-[6-methoxy-7-(2-niethyl-octahydro-cycIopcnta(c]pyrTol-5-ylmcthoxy)- 
quinolin-4-yloxyl-phenyl}-A''-phencthyl-oxalamide 


140 


JV-{3-Fluoro-4-[6-mcthoxy-7-(2-methyl-octahydro-cyclopenta[c]pyTToI-5-ylmcthoxy)- 
quinazoIin-4-yloxy]-phenyl}-A''-phenethyl-oxalamide 




2-(3,4-Dihydro-l//-isoquinolin-2-yl)-/V-{3-fluoro-4-[6-mcthoxy-7-(l-methyl-piperidin-4- 
ylmethoxy)-quinolin-4-yloxy]-phenyl)-2-oxo-acetainide 


142 


Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylinethoxy)-q«inoliii-4-yioxy]-phenyl}-2-oxo-2-(3- 
phenyl-pyiTolidin- 1 -yl)-acetamidc 


143 


A'-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-yImethoxy)-quinolin-4-yloxy]-phenyl}-2-oxo-2-(2- 
phenyl-morpholin-4-yl)-acctamide 


144 


Af-{2-Dimethylamino-2-phcnyl-ethyl)-^'-{3-fIuoro-4-[6-methoxy-7<plpe^ldln-4-ylmethoxy)- 
quinolin-4-y loxy]-phenyl | -oxalamidc 


145 


JV-{3-Fluoro-4-[6-methoxy-7-(pipcridin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-yV-(2-oxo-2- 
phenyl-ethyl)-oxalaniide 
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Entry 


Name 


146 


Af-[5-Chloro-6<6J-dimethoxysiuinolin-4-yloxy)-pyridin-3-y!l-2,2-difluoro-yV'-(4-fluoro- 
phenylVmalonamide 


147 


^-Benzyl-A''-{3-fluoro-4-[6-methoxy-7-{l-methyl-piperidin-4-ylinethoxy>quinolin-4-yloxy]- 
phenyl}-oxaIamide 


148 


JV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxyJ-phenyl}-A/'-[2-(2- 
fluoro-phenyl)-ethyl]-oxalamide 


149 


Af-[2-(3-Chloro-phenyl)-ethyl]-A^-{3-fluoro^-[6-methoxy-7-{piperidin-4-ylmethoxy)- 
quinolin-4-yloxyl-phenyl}-oxalamide 


150 


;V-{3-Fluoro-4-[6-niethoxy-7-(piperidin-4-ylmethoxy)-quinoliii-4-yloxy]-phenyl}-Ar-[2-(2- 
methoxy-phenyl)-€thyll-oxalamide 


151 


iV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylniethoxy)-quinolin-4-yloxy]-phenyl}-A/'-(2- 
pyridin-3-vl-ethyl)-oxalamide 


152 


W-Benzyl-A/'-{3-fluoro-4-[6-methoxy-7-<piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phcnyl}- 
oxalamide 


153 


/V-[2-(2,5-Dimethoxy-phenyl)-ethyl]-A^-{3-fluoro-4.[6-nicthoxy-7-(piperidin-4-ylinethoxyV 
quinolin-4-yloxy]-phenyl}-oxalamide 


154 


7V-{3-Fluoro-4-[6-methoxy-7-(piperidin^-ylmethoxy)-quinolii»-4-yloxy]-phenyl}-W'-[2-<2- 
trifluoromethyl-phenyl>ethyl]-oxalamide 


155 


Af-[2-(2-Ethoxy-phenyl)-ethyl]-A^-{3-fluoro-4-[6.methoxy-7-(piperidin-4-ylme*oxy> 
quinolin-4-yloxyl-phenyl}-oxalaniide 


156 


Af-[2-(2,4-Dimethyl-phenyl)-ethyl]-Ar-{3-fluon>-4-[6-inethoxy.7-(pipendin-4-ylm«hoxy)- 
quinolin-4*yloxy]-phenyl}-oxalamide 


157 


A'-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl)-W'-(lS- 
phenyl-2-p-tolyl-ethyl)-oxalaniide 


158 


N-[2-(4-Chloro-phenyl)-ethyll-W-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-pheny!}-oxalainide — 


159 


W-{3-Fluoro-4-[6-methoxy-7-(l-inethyl-piperidin-4.ylmethoxy)-q««nolin-4-yloxy]-phenyl)- 
oxalamic acid ~— 


160 


fluoro-phenyl)-ethyn-oxalamide . 


161 


//-[2K2-Chloro-phenyl)-ethyl]-^•-{3•flllor<H^-[6-methoxy-7-(pIpc^dlIl-4-ylmethoxy> 
quinolin-4-yloxy]-phcnyl) -oxalamide ^ 


162 


Af-{3-Fluoro-4-t6-mcthoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yioxy]-phenyl}-^-l2-(3- 
methoxy-phenyl)-ethyl]-oxalainide 


163 


Af-(l,2-Diphenyl-ethyl>Ar-{3-fluoro-4-[6-methoxy-7-(pipcridin-4-ylmethoxy)-quinolin-4- 
yloxyl-pheny 1 } -oxalam ide 


164 


Af-[2-(2,4-Dichloro-phenyl)-ethyl]-A''-{3-fluoro-4-[6-inet|ioxy-7-(piperidin-4-ylmethoxy)- 
quinoliii-4-yloxy]-phenvl 1 -oxalamide , _ 


165 


Af-[2-(3,4-Dimethoxy-phenyl)-ethyl]-W'-{3-fluoro-4-(6-inethoxy-7-(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl}-oxalaniide _ 


166 


N^-[2-{4-Ethyl-phenyl)-ethyl]-A/'-{3-fluoro-4-[6-methoxy-7Kpiperidin-4-ylmethoxy).quinolin^ 
4-y loxyl-pheny 1 } -oxalamide 


167 


JV.[2-{4-Ethoxy-phenyl)-ethyl]-W'.{3-fluoro-4-[6-methoxy-7-(pipendin-4-ylmeihoxy)- 
quinolin-4-yloxy 1-pheny 1 } -oxalamide . 


168 


/\^-[2-(4-Ethoxy-3-mcthoxy-phenyl)-ethyI]-/V-{3-fluoro^-[6-methoxy-7-(pipendin-4- 
ylmethoxy)-quinolin-4.yloxvl-phenyl}-oxalamide 


169 


A'^-{3-Fluoro-4-[6-methoxy-7-(piperidiii-4-ylmethoxy)-quinolm-4-yloxy]-phenyl}-Ar-[2-(4- 
phenoxy-phenyl)-ethyl]-oxalamide 


170 


A^-[2-(3-Ethoxy-4-mcthoxy-phenyI)-ethyl]-W-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 
ylmethoxy)-quinolin-4-yloxyl-phenyl}-oxalainide 


171 


A^-{3-Fluoro-4-(6-methoxy-7-(piperidin-4-ylmelhoxy)-quinolin-4-y!oxy]-phenyl}-/V'-(2- 
pyridin-2-yl-eifayl)-oxalamide ^ 


172 


yV-{3-F«uoro-4-r6-methoxy-7-(piperidiii-4-ylinedioxy)-quinolin-4-yloxyl-phenvl>-A/'-(2- 
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Entry 


Name 




pyridin-4-yl-ethyl)-oxalamide 


173 


Af-{3-Fluoro-4-[6-methoxy-7-(pipendiii-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-A'-[2-{4- 
fluorD-phenvO-ethyll-oxalamide 


174 


;V-[2-(2-Bronio-phenyl)-ethyl]-A/'-{3-fluoro-4-[6.methoxy-7-(piperidin-4-yImethoxy)- 
quinolin-4-yloxyl-phenyl}-oxalainide 




M[2-(2-Chloro-6-fluoro-phenyl)-ethyll-Ar-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 
ylmethoxy)-guinolin-4-yloxy]-phenyl>-oxa!amide 




N' {3-Fluoro-4-[6-methoxy-7-(piperidHi-4-ylmethoxy)-quinolin-4-yloxy]-phenyl} -AT -<2«- 
phenyl-propyl)-oxalamide — 


177 


JV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-A^-indan-l- 
yl-oxalamide 


178 


A^-{3-Fluoro^-[6-methoxy-7-(l-niethyl-piperidin-4-ylniethoxy)-quinolin-4-yloxyJ-phenylJ- 
/V-isobutyl-oxalamide 




;V-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinoIin-4-yloxy]-phenyl}- 
A''-(3-niethvl-butYl)-oxalamide . ^ 




W-{3-Fluoro-4-[6-methoxy.7Kl-methyl-piperidui-4.yIinethoxy)-qumolin-4-yloxy]-phenyl}- 
yV-(2«-phenyl-propyl)-oxalaniide 




Af-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-y!methoxy)-quinolin-4-y1oxy]-phenyl} 
Ar-{2-phenyl-propvlVoxalainide _ , . ,, 




A^{3-Fluoro-4-[6-methoxy-7-(I-mcthyl-piperidin-4-ylinethoxy)-quinolm^-yloxyj-pnenyi}- 
A/'-indan-2-yl-oxalamide ^ . — 




;^-{3-Fluoro-4-[6-methoxy-7Kpiperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^'-(l/e- 
phenyl-ethyl)-oxalainide 


184 


N-{3-Fluoro-4-[6-mcthoxy-7-(piperidin-4-ylraethoxy)-quinoliiH»-yloxy]-phcnyl}-A/'-(lS- 

phenyl-€thyl>oxalamide . ^ 


185 


>.[2-(3-Bromo-phenyl)-ethyl]-A/'-{3-fluor<Hl-[6-methoxy-7.(pipenain-4-ylmeihoxy;- 
quinolin^-yloxyl-phenyD-oxalamide . 


186 


A'-[2-(2,6-Dichloro-phenyl)-ethyl]-/V-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 
Quinolin-4-vloxv1-phenyl}-oxalaniide . . ; 


187 


yV-[2-(2,4-Dichlo^o-phenyl)-ethyl]-^'-{3-fluoro-4-(6-Inethoxy-7-(plpe^dln-4-ylmetnoxy^ 
quinolin^-yloxYl-phenyl}-oxalamide — . 


188 


Ar-(2-Benzo[l,3]dioxol-5-yl-ethyl).Ar-{3-fluoro^-I6-methoxy-7-Cpipen<iin-4-ylnietnoxyj- 
quinolin-4-vloxyl-phenyU-oxalaniide ^ 


189 


N-[2-(3-Brom<>4-methoxy-phenyl)-€thyl3-W'-{3-fluoro-4-l<)-metnoxy-/-U»pen<»>n-t- 
vlmethoxv)-quinolin-4-yloxyl-phenyl}-oxalainide . 


190 


;V-[2K3,5-Dimethoxy-phenyl)-ethyll-A^-{3-fluoro-4-[6-methoxy-7Kp«peridin-<l-ylnieUioxyh 
auinolin-4-yloxYl-phenyl}-oxalaraide [ _ — ^ 


191 


A^-{3-Fluoro-4-[6-mcthoxy-7.(piperidin-4-ylracthoxy)-quinolin-4-yloxyJ-phenyl}-vv-i^-o- 
tolvl-cthyO-oxalamide 


192 


Ar-{3-Fluoro-4.[6-mcthoxy-7-(piperidin^-ylinethoxy)-quinolin^-yloxyJ-phenyi}-A-l^-m- 
tolyl-ethylVoxalamide . 


193 


yV-[2-(3-Ethoxy-phenyl)-cthyl]-A^-{3-fluoro-4-[6-methoxy-7-(pipcridin-4-ylmeUioxy>- 
auinolin^-yloxyl-pheny 1} K)xalainide , 




;v-[2K3,4-Dimethyl-phenyl)-ethyl]-W'-{3-nuonM-[6-methoxy-7-(pipendin-4-ylnielhoxy)- 
quinolin-4-y loxyl-pheny 1 } -oxalamide . — _ ^ 


195 


iV-[2<2,5-Dimethyl-phcnyl>ethyl]-Ar-{3-fluoro-4-t6-methoxy-7Kpiperidm-4-yimetnoxy;^ 
quinolin-4-yloxyl-phenvn-oxalamidc . 


196 


Af-[2-(3-Chlor(Ht-propoxy-phenyl)-€thyl]-Ar-{3-fluoro-4-[6-methoxy-7Kpipendin-4- 
vlmethoxy)-quinoUn^-yloxv1-phenyU-oxalamidc _„ _ 


197 


M[2-(4-Butoxy-3-chloro-phenyl)-€thyl]-A'-{3-fluoro-4-[6-methoxy-7-(piperidm^- 
ylmethoxy)-quinolin-4-yloxYl-phenyn-oxalamide 


198 


Ar-{2-(4-tcrt-BuJyl-phenyl><thyl3-Ar-{3-fluoio^t6-methoxy-7-(pipendin-4-ylmetlioxy> 
quinolin-4-vloxy1-phenyl>-oxalamide . ■ 
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Table 3b. Additional Representative c-MET Inhibitors 


Entry 


Name 


199 


/V-{3-Fluoro-4-[6-methoxy-7-(piperidin-4.ylincthoxy)-quinolm-4-yloxy]-phenyl}-W'-[2-<4- 
sulfamoYl-phenyl)-cthyl]-oxalamide -.. — r-: — -. „ 


200 


Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl>-yv-l2-i4- 
hvdroxv-3-methoxv-Dhenyl)-ethYll-oxalamidc ,, ^ „rn 


201 


yV-{3.Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinohn-4-yloxy]-phenyl}-iV-[2-(3- 
hvdroxv-4-methoxy-phenyn-ethvll-oxalamide . _ — . 


202 


^^K2,4-Dichloro-benzyl)-^•-{3-fluoro-4.[6-methoxy-7-(piperid.n-4-ylmetnoxy;-q^...ol.u-4- 


203 


Ar-{3iluoro^-[6-methoxy-7-(piperidin-4-ylmethoxy)-qum^^ 

fluoro-2-trifluoromethyl-benzv)Voxalamide : ,. ., .. 


204 


Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmetooxy)-quinolm-4-yloxyJ-pnenyi>-rt-^i-p- 
tnlYl-ethvn-oxalamide ; — _ — -■ 


205 


7V-{3.Fluoro-4.[6-methoxy-7-(piperidin-4-ylmethoxy)-<iuinolin^-yloxy]-phenyl)-A--^J- 
fi..«r»^-trifliinromethvl-benzvn-oxalamide — . ; — :. ^ 


206 


;V-{3-Chloro-4.fluoro-benzyl>A/'-{3-nuor<M-[6-methoxy-7.(p.pendin-4-ylinethoxy)-qu.noim- 


207 


■7^$SJro7[lmethoxy-7Kpiperidin^-ylmcthoxy)-quino 

methoxv-phenyn-ethvU-oxalamide — — 


208 


iV-{3-Fluoro^-[6-methoxy-7-(piperidin^-ylmethoxy)-quinoim-4.yioxyl-phc..yl)-A-(l- 


209 




210 




211 


irinuoioiTWhvl-pviidiii-3-vlm«hyl>ox»l«m!ie ^ — ■ . ^ 


212 


J(.{3.Fliioroi-|6-iii«U»x>-7*ll«n<liiM-yhnedioxy)-quinolmAyto^^^^ 


213 




214 


;";£:a!g"St^(PlP»HdlM■yl»«ho»yH^^^ 


215 




216 


( 1 R 2.3.4-tetrahYdro-naphthalen- 1 -vlVoxalamide — 


217 


!v-(3-Fl»oro^-[6.methoxy-7-(piperidin-4-ylmethoxy)-quinol.n-4-yloxyJ-phenyl)-^ 


218 




219 




220 




221 


- ^1*, r^l^ -oxalatnide — ^ /'»,fiu(M«-4-r6-inethoxy-7-(piperidin-4-ylinethoxy)- 
A^-[2-(3,4-Dichloro-phenyl)-€tnyij-/v -^j-iiuoio-t iu-invu™«»j • vr r 


222 


- Af^S^Flutl-SiirW 


223 


" ■fgSuorb:nzyl>Ar.{3-fluon>^4^^^^^ 


224 
225 
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Table 3b. Additional Representative c-MET Inhibitors 


Entry 


Name 


226 


VIoxyl-phenvU-oxalamide „ 

iV-{3-Fluoro-4.t6-methoxy-7-(piperidin-4-ylinethoxy)-quinolin-4-yloxyJ-phcnyl)-yv-l2-(.4- 

mcthoxv-phcnyl)-€thyl]-oxalamide . 


227 


JV-{3-Fluoro-4-[6-methoxy-7-(piperidm-4-ylineAoxyH«><nol™-*-y'oxyJ-phenyl)-WH^- 
phenyl-propyl)-oxalamide . 


228 


A^-[2.(4-B^omo-phenyl>ethyl]-^•-{3-fluoro-4-[6-methoxy-7-(plpcndln•4.ylme^noxy^ 
ciuinolin-4-vloxv1-phenvl}-oxalainide 


229 


Af-{4-[7-(l-Ethyl-piperidin-4-ylrnethoxy)-6-methoxy-quinoIin-4-yloxy]-3-nuoro-pnenylJ-2- 
oxo-2-(2-phenYl-morpholm-4-yl)-acetamide 


230 


Ar-^3-Fluoro-4-[6-methoxy-7-(pipc^idin-4-ylmcthoxy)-qulnoIIn-4-yloxyJ-phenyl}-^-(i- 
fluoro-5-trifluoromethyl-benzvn-oxalamide 


231 


Ar-(3,5-Difluor<>-benzyl>Ar-{3-fluoroHl-[6-inethoxy-7-{p>pendin-4-ylmethoxy)-quinolin^- 
yloxyl-phenyl}-axalamide . — ■ — 


232 


A^-{2-Chloro-5-trifluoromethyl-benzyl>JV.{3-fluoro-4-l6-methoxy-7KpipencIin^-yimetnoxy;- 
quinolin-4-y loxyl-pheny 1 } -oxalamide j — ; — — 


233 


/^-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-nuoro-phenyl]-JV-C2-<limetliylamino-^-pncnyi- 
ethyO-oxalamide „ — 


234 


Xf-{3-FIuoro-4-[6-niethoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxyJ-phenyi)-w-i'»- 
methoxy-benzvlVoxalamide _ — 


235 


N-{3-Fluo«H»-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin^-yioxyj-pnenyl}-/V-(4- 
trinuoromethvl-benzvD-oxalamide ; 


236 


A/-{3-Fiuoro-4.[6-methoxy-7-(pipcridin-4-ylmethoxy)-quinolin-4-yioxyj-pnenyl}-JV-(3- 
methoxy-benzyl)-oxalamide__ . — _ — „ 


237 


>-{3-Fluoro-4.[6-methoxy-7-(piperidm-4-ylinethoxy)-quinolin-4-yloxyJ-phenyl}-A^-p 
trifluoromethyl-benzyO-oxalamide „ . 


238 


M{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylinethoxy)-quinolin-4-yloxyJ-pnenyij-A-(.J- 
trifluoromethoxy-benzyO-oxalamide rniTTT 


239 


Ar.{3-Fluoro-4-[6-mcthoxy-7-(piperidjn-4-ylmethoxy)-qumoliii-4.yloxy]-phenyl>-7V'-(.^- 


240 


A^-{3-Fluoro5^[6-methoxy-7<piperidin-4-ylmethoxy)-quinolin^-yloxy]-phenyl}.;V'K2- 
trinuoromethvl-benzvlVoxalamidc , . .. : ^- 


241 


Ar-(3-Chioro-bcnzyl)-^'-{3-fluoro-4-(6-methoxy-7-(plperldIn-4-y^methoxy)-qul^olln-4-yloxyJ- 


242 


A?{?niwrS™6^^^ 

trif1uoromethoxy-benzyl)-oxalamide — T — r~i T 


243 


NK2-Chloro-benzyl)-Ar-{3-fluoro-4-[6-methoxy-7Kpipendin-4-ylineUioxyHU>noiin^-yioxyj- 


244 


'Ar^{3yiuoro-4-[6-methoxy-7-(pipcridin-4-ylmethoxy)-quin^^ 

trifluoromethoxy-benzvl)-oxalamide ^ — . ,. . , ^.,„.,n 


245 


"/V-{3-Fluoro^-[6-methoxy-7-(l-niethyl-pipcridin^-ylmethoxy)-quinolin-4-yloxy]-phenyJ)- 
V-fA-methoxy-benzyO-oxalamide 


246 


- ■>^-i3.Fluoroi-[6-methoxy-7-(l-methyl-piperidin-4-ylmcthoxyHui^ 
Ar-(4-trifluoromethyl-benzyl>oxalainide ^ ^ 




Af-{4-[7-(Azetidin-3-ylmethoxy)-6.mcthoxy-quinoHn-4.yloxyj-J-tiuoro-phenyl)-W'- 
Dhencthvl-oxalamide ; — — — jt-jt — 


248 




249 


A^-{3-FlLro^-t6-methoxy-7-(piperidin-4.ylmcthoxy)-quinolin-4-yloxy]^^^^ 
hvdroxv-2-Dhenyl-ethyl)-oxalamide . __ 


250 


Af-[5-Chloro-6-(6.7-dimeihoxy-quinolin^-yloxy)-pyridin-3-yn-Ar-(2.4-ditluoro-phenyl)- 


251 


JV-[5-ChIoro^iK6.7-dimethoxy-quinolin-4-yloxy>pyridin-3-yiW4-fluoro-phenyl)-A^ 
methyl-malonamide — ' 
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Table 3b. AddiHonal Representative c-MET Inhibitors 


Entry 


Name 


252 


W-{3-Fluoro-4-[6-methoxy.7-(piperidin^-ylmethoxy)-quinohn-4.yloxy]-phenyl}-Ar-(lR- 
phenyl-propyD-oxalamidc . . .. ^ , — r—r — 


253 


Iv-{3-Fluoro-4-[6-mcthoxy-7-(piperidin-4-ylmethoxy)-quinolm-4-yioxy]-phcnyl}-yv-UK- 


254 


f|5ife£Lbcnzyl>A/'-{3-fluoro^-l6-methoxy-7-(piperidin-»-ylmeA^ 


255 


AliJDifluoro-benzyl).iV'-{3-fluoro-t-l6.mctboxy-7-(pi^ 


256 




257 




258 


;V-{^FlLro-4-[6-methoxy-7-{piperidin-4-ylmethoxy)-quinohn-4-yloxyl-phenyl}-JV'-(3- 


259 




260 




261 




262 




263 




264 




265 


!^f5""hZSg^^^^^ 


266 




267 


^y5'!l^reIxy-benzyl)-7V--{3.^^^^ 


268 




269 




270 




271 




272 


->-'?3'^FfuiT!r^^^^^ 


273 


- I;:;3"S»lTirr;lox^ 


274 


- ph^nethYl-oxalaniide „,,u^. »iperidin-4-vln.ethoxy)-qu»iazolin^yloxyl-phenyl»- 

A^-{3-Fluoro-4-[6-methoxy-7-(l-metnyi-pipenain-H yimcuiuAj^-M" 


275 




276 




277 
278 
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Table 3b. Additional Representative c-MET Iniiibitors 


Entry 


Name 




ylmethoxy)-quinolin-4-yloxyl-phenyl}-oxalamide 


279 


jV-{3-Fluon)-4-[6-methoxy-7-{pipcridin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-A''-(2- 
fluoro-S-trifluoromethyl-benzyO-oxalamide 


280 


Ar-{3-Fluoro-4-[6-methoxy-7-(pipendin-4-ylniethoxy)-quinolin-4-yloxyl-phenyl}-JV-[l-(4- 
fluoro-phenyl)-ethyl]-oxalamide 


281 


yV-{lS-Ben2yl-2-oxo-2-pyrTolidm-l-yl-ethyl>y-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 
ylmedioxy)-quinolin-4-yloxyl-phenyn-oxalamide 


282 


N' { 3 .Fluoro-4-[6-inethoxy-7-{octahydro-cyclopenta[c]pyiTol-5-ylmethoxy)-quinazolin-4- 
yloxyl-phenyU-AT-phenethyl-oxalainidc 




jV-[2-(4-Amino-phenyl)-ethyl]-A''-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl}-oxalamide 




2-(4-Benzyl-piperidin-l-yl)-A'-{3-fluoro-4-[6-methoxy-7-(pipendin-4-ylinethoxy)-qumolin-4- 
yloxy]-phenyl}-2-oxo-acetamide 


285 


/V-[4-(6 7-Dimethoxy-quinolin-4-yloxy>-phenyll-A''-(4-fluoro-phenv!)-malonaraide 


286 


iV-[5-Chloro-6-{6,7-dimethoxy-quinolin-4-yloxy)-pyridin-3-yl]-W'-(3-fluoro-phenyl)- 
malonamide ; — 


287 


;V-[5-Chloro-6-{6,7-dimethoxy-quinolin-4-yloxy>pyridin-3-yll-JV'-Dhenyl-inaionainiac 


288 


A'-[5-Chloro-6-(6J-dimethoxy-quinolin-4-yloxy)-pyridiii-3-yll-A''-(4-fluoro-phenyl>2,2- 
dimethyl-malonamide 


289 


yV-Ethyl-W-{3-fluoro-4-[6-methoxy-7-(piperidin^-ylmethoxy)-qumolin^-yloxyJ-phenyl}- 
oxalamide . 


290 


JV-{3-Fluoro-4.[6-mcthoxy-7-{piperidiii-4-ylinethoxy)-quinoUn-4.yloxyj-pnenyi^/v- 
isonropyl-oxalamide ^ : — 


291 


iV-Butyl-Ar.{3-fluoro-4-[6-methoxy-7-(piperidin4.ylmethoxy)-qumoliii-4-yloxy]-phenyl)- 
oxalamide 


292 


A^-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin^-yioxyJ-phenyl>-Ar-(Z- 
methoxy-ethyD-oxalamide 


293 


Ar-Cyclopropylinethyl-A^-{3-fluoro-4-l6-methoxy-7-(piperidin^-ylmethoxy)-quinoiin^- 
vloxvl-phenyU-oxalamide _ —~_ 


294 


"?/-{'3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxyJ-phenyl}-W'-(,2- 
inorpholin-4-yl-ethyl)-oxalamidc . . _ ; 


295 


A^-{3-Fluoro-4-[6-methoxy-7.(piperidin-4-ylmethoxy)-quinolin-4-yloxy].phenyl}-2-oxo-2- 
Dvrrolidin-l-yl-acetamidc ^ — _ — 


296 


^V-Ethyl-^'-{3-fluoro-4-[6-methoxy-7-(pipe^idilM-ylme1hoxyKumolln^-yloxyJ-pnenyl)-/v^ 
methyl-oxalamide and — 




a single geometric isomer, stereoisomer, racemate, enantiomer. or diastereomer, tnereor ana 
optionally as a pharmaceutically acceptable sah, solvate, or hydrate thereof. 1 






Table 3c. Additional Representative c-MET Inhibitors 


Entry 


Name 


1 


A/-(6-{[6,7-bis(mcthyloxy)quinolin-4-yl]oxy}-5-chloropyridm-3-yl)-W'-(4- 
fluorophenvncyclopropane- 1 . 1 -dicarboxamide 


2 


Af-(6-{[6,7-bis(mcthyloxy)quinolin-4-ynoxy}-5-chloropyridin-3-yl>JV-(4- 
fluorophenyDcycIobutane- 1 , 1 -dicarboxamide _ 


3 


A^-(6-{[6,7-bis(inethyloxy)quinolin-4-ylloxy}-5-chloropyndin-3-yl)-/V- 
(phenylmethyl)cyclopropane-l.l-dicarboxaniide — 


4 


JV-(6-{[6,7-bis(incthyloxy)quinolin-4-yl]oxy}-5-chloropyridm-3-yl>iV.phenylcyclc.propane. 
1.1 -dicarboxamide , — — jr— — 


5 


iV-[3-fluo«>4-{{6-(niethyloxy)-7-[(3-moipholin-4-ylpropyl)oxy]qumolm-4-yi>oxyJpftenyij-/v- 
(4-fluorophenylV;yclopropane- 1 . 1 -dicarboxamide 1 
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Table 3c. Additional Representative c-M£T Inhibitors 


Entry 


Name 


6 


/\f-[3-fluoro-4-{{6Kmethyloxy)-7-[(3-piperidin-l-ylpropyl)oxy]quinolin-4-yl}oxy)phenyl]-;V'- 


7 


^-[3-fluoro-4-'({6'{niethyloxy)-7-[(3-piperidin-l -yIpropyl)oxy]miinolin-4-yl}oxy)phenylJ-W*- 
(4'fluorophenyl)cyclobutane- 1 , 1 -dicarboxamide 


8 


JV-(6-([6 7-bis(niethy1oxy)<)uinolin-4-yl]oxy}-5-chIoropvridin-3-yl)-/V*-(2- 
pheny lethy l)cycIopropane- 1 , 1 -dicarboxamide 


9 


iV-(6* { [6 7-bis(incthy]oxy)<]uinolin'4-yl]oxy}-2*incthylpyndtn-3-yl)*7V-(4- 
fluorophenyOcyclopropane- 1 , 1 -dicarboxamide 


10 


ff- {4-[(7.chloroquinolin-4-yl)oxy]-3-fluon>phenyl}-JV-{4-fluOFOphenyl)cyclopropane* 1,1- 

dicarboxamide 




yV-{4-[(7-chloroquinolin-4-yl)oxy]phenyU-A/'-(4-fluorophenyl)cyclopropane'l,]-dicarboxainide 


12 


Ar-{4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-A/'-(4-fluorophenyl)cyclopropane-l.l- 

dicarboxamide 


13 


N-(4- { [6,7-bis(methyloxy)quinazolin-4-yl]oxy }phenyl)-A''-(4-fluorophenyl)cyclopropane- 1,1- 
dicarboxamide ^ 


14 


Af-(4-{(6,7-bis(metliyloxy)quinazolin^-yl]oxy}-3-fluorophenyl)-W'-(4- 

fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide . 


15 


JV-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quina2ohn^-yl}oxy)phenylJ- 


16 


Af-{5-chloro-6-[(6-(methyIoxy)-7-{[(l-methylpiperidin^-yl)niethyl]oxy}qumolm-4- 
yl)oxylpyridinO-yl}-A^-(4-fluorophenyl}cyciopropanc-l,l-dicErt)Oxsinidc 


17 


A'-[5-chloro-6-({6-(methyloxy)-7-[(pipendin-4-ylmethyl)oxy]qumolin-4-yl}oxy)pyridm-3-yll- 


18 


A^[5-chloro-6-({6-(mcthyloxy>7-[(phenylmethyl)oxy]qumolin-4-yl}oxy)pyridin-3-yI]-A/'-(4- 
fluorophenyQcyclopropane- 1 , 1 -dicarboxamide 


19 


Af.(4-{[7.{[2-(diethylamino)ethyl]oxy}-6-{methyloxy)quinolm^-ylloxy}-3-fluorophenyl>JV'- 
(4-fluorophenyl)cyclopropane- 1 . 1 -dicarboxamide 


20 


A^.(4-{[7-{[2-(diethylamino)ethyl]oxy}-6-(mcthyloxy)qumolm-4-yJ]oxy}-3-tluorophenyl)-Ar- 
(4-fluorophenyl)cyclobutane- 1 . 1 -dicarboxamide „ 


21 


;V-{3-nuoro-4-[(6-(mcthy!oxy)-7-{[('-'nethylpiperidin-4-yl)methylloxy}qumazolm-4- 


22 


/V-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-2-methylphenyl)-JV-(4- 

fluoropheny l)cyclopropane- 1 , 1 -dicarboxamide ^ — : — 


23 


/V-(4-nuorophenyl)-Ar-[2-methyl-6-({6-(methyloxy)-7-[(3-monJlioUn-4-ylpropyl)oxyjqumoim- 


24 


^-(4-{[6,7-bis(mcthyloxy)quinolin-4-yl]oxy}-3-fluo«>phenyl)-W-(4- 


25 


Af-(6-{[6,7-bis(methyloxy)quinolin^-ylJoxy}-5-chloro-2-methylpyndm-3-yl)-Ar-(.4- 
fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide 


26 


JV-[3-fluoro4-{{7-(methyloxy)-6-((3-morpholin-4-ylpropyl)oxy]qumazolii^4-yl)oxy)phcnyl]- 
;v-(4-fluoropheny l)cyc!opropane-l , 1 -dicaitoxamide 


27 


A^-(4-{[6.7-bis(methyloxy)quinolin-4-yl]oxy}-3.5-difluorophenyl>.Ar-(4- 

fl uoropheny Dcyclopropane- 1 , 1 -dicarboxamide 


28 


iV-(4-{[6.7-bis(methyloxy)quinolin-4-yl)oxy}-2.5-difluorophenyl>W-(4- 
nuorophenyOcyclopropane- 1 . 1 -dicaifaoxamide — . — 


29 


iV-[3-nuoro-4-({7-(methy!oxy)-6-[{3-morpho>in.4.ylpropyI)oxy]quinohn^-yl)oxy}plienyl]-Ar- 
(4-fluorophcnyl)cyclopropane- 1 , J -dicarboxamide 


30 


;V-{3-nuoro-4-[(6-<methyloxy)-7-{2-methyl octahydrocyclo-penta[c]pyTTol-5- 
ylmethoxy)quinazolin-4-ynoxylphenyn-/V-{4-fluorophenvncyclopropane-l,l-dicarboxamide 


31 


/V-{3-fluoro-4-[(7-{metliyloxy)-6-{[(l-niethyipiperidin^-yl)metliyl]oxy}qumazolm-4- 
yl)oxylphcnyl}-A''-{4-fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide 


32 
33 


^-[5-fluoro-2-mcthyU-({6-(methyloxy)-7-{(3-morpholiii-4-ylpropyl)oxylqumolm-4- 
yl)oxy)phenyJl-JV-(4-fluorophenyl)cyclopropanc-l . 1 -dicarboxamide 

^-{4-{r6.7-bis(methyloxy)auinolin-4-ynoxy>-2.3,5-tnfluorophenyl)-Ar;(4- _J 
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Table 3c. Additional Representative c-MET Inhibitors 


Entry 


Name 




fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide 


34 


A^-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-2-inethylphenyl)-W-{4- 
fluorophcnyl)cycloprop&ne- 1,1 -dicarboxfltnidc 


35 


jV-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-2-chloro-5-methylphcnyl)-JV-(4- 
f1uorophenyl)cy cloprop&nc-^ 1,1 -dicarboxomidc 


36 


yV<3-fluoro^-{[6-hydroxy-7Knicthyloxy)quinolin-4-yl]oxy}phenyl)-^*^ 


37 


AK4-fluorophenyl)-iV-[2-mcthyM-{{6-{inethyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]qumolin- 
4-yl} oxy^phcnyl] cyclopropane- 1 , 1 --dicarboxamidc 


38 


A/-[3-fluoro-4-{{6KmethyIoxyH-[(3-pipe"^n-*-ylpropyl)oxy]quinolin-4-yl}oxy)phenyl]-^*- 
(4~fluorophenyl)cycloprop&iic-1 I -dicarboxamide • 


39 


Af-{3-fluoro-4-[(6-(methyloxy>7-{[3-(4-methylpiperazin-l-yl)propyl]oxy}quinolin-4- 
yl)oxy]pheny 1 } -^-(4-fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide 


40 


A'-{3-fluoro-4-[(6-(methyloxy>7-{[(l-mcthylptpendin-4-yl)methyJ]oxy}quinolin-4- 
y l)oxy]pheny 1 } -iV-(4-fIuorophenyl)cyclopropane' 1 , 1 -dicarboxamide 


41 


Ar-(4-fluorophenyl)-A/'-[4-({6-(methyloxy)-7-f(3-inorpholm-4-ylpropyl)oxy]quinolin-4- 


42 


yV-(4-{(7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)qumoIin-4-yl]oxy}-3-fluorophenyl)-Ar- 


43 


Ar.(4-{(6,7-bis(methyIoxy)quinolin^-yl]oxy}-2-chloro-5-fluorophenyl).Ar-(4- 


44 


A^-(4-{[6,7-bis(methyloxy)-2-(methylthio)quinolin-4-ylloxy)-3-fluorophenyl)-Ar-<4- 


45 


/V-(4-fluorophcnyl)-Ar-(4.{[2-methyl-6,7-bis(methyloxy)quinazolin-4- 


46 


;V-(4-{[2-amiiM)-«J-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-Ar-(4- 


47 


JV-(3-fluoro-4-{[2-(methylaminoH,7-bis(methyloxy)qumolm-4-yl]oxy}phenyl)-W-(4- 


48 


(lS,2R)-A^-t3-fIuoro-4-({6-(methyloxy).7-[(3-morpholin-4-ylpropyl)oxy]quinolin-4- 
yl}oxy)phenyll-;V-(4-fluorophenyl)-2-methylcyclopropane- 1 , 1 -dicarboxamide 


49 


/iT> •>Ti\ \¥ n A //A /'motKvlrtvu'\-7_r/''?-momhnlin-4*vlDroDVnoxvlQuino!in-4- 
( lR,2R)-yV-[3-tluoro-^-^o-vnieinyioxy/'/-iv^ inoifMiuiui-** y tyivyy t/v/^j 
vnnYv^nhenvn-Ar.f4.nuorophenvl)-2-methvlcyclopropane-l.l-dicarboxamide ____ 


50 


y\^4-{[6-{[3-vaietnylamino^propyijoxyf-/-<.incinyioAy^i4uuiwiiii-^ j'l^^^jf •■•••"••k j ' 

f 4.fliioronhenvncvcloDropane- 1 . t -dicarboxamide , . . ___ 


51 


l'4-f1uoiCTDhenvl')cvclopropane- 1 . 1 -dicarboxamide ^ 


52 


1,1-dimetnylctnyl 4-(j-U4-n^-iiuoro-^-UV' UV^ 

fluorophenyl)amino]carbonyl}cyclopropyl)carbonyl]amino}phenyl)oxy]-6- 

/_«A*u.ri»».A^..:nnlin ^_i/l1i-kv\f Xnrnnvl'^niiwrazine-' 1 -^arboxvlatc 


53 


(lR,2R)-//-[3-nuoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxyJqumazolm-4- 
yl}oxy)phenyl1-Ar-(4-fluorophenvl)-2-methylcyclopropane-l.l-dicarfaoxamide 


54 


/ID xt tA t\n /ro /'^:0tlivlafninrk'^thvnAw)^-A-rniethvloxv^iiinazo]in'4-YllOXy}*3~ 
Mi^j2K}'Ar-(^4-^7-^Z-i_uietnyiaiTiino^w ^^j*^ / 1 

fluorophenyl)-/V-(4-fluorophenyl)-2-methylcyclopropane-l.l-dicaiboxaniide 


55 


A^^4.{[7.{[3.(diethylamino)propyl]oxy}-6-(methyloxy)qumazolin-4-yl]oxy}-3-fluorophenylh 
Ar-i'4-nuorophenvncvclopropane- 1 . 1 -dicarboxamide , 


56 


A^.(4-{[7-{[3-{4-acetylpiperazin-l-yl)propyl]oxy}-6-(methyloxy)qumohn-4-yl]oxy}-3- 
fluorophenyl)-A/'-{4-fluorophcnyl)cyclopropane- 1 , 1 -dicarboxamide 


57 


1,1-dimethylethyl 4-(3-{[4-[(2.fluoro-4-{[((lR,2R)-l-{[(4-fluorophcnyl)ammo]carbonyl)-2- 

methylcyclopropyl)carbonyl]amino}phenyl)oxyl-6-{mcthyloxy)quinolin-7- 

ylloxy }propyl)piperazine- 1 -carboxylatc 


58 
59 


Ar-(4-{[6,7-bis(methyloxy)quinolin-4-ylloxy}phenyl)-Ar-(4-fluorophenyl)-t- 

{phenylmethyl)azetidine-3.3-dicartjoxainide 

iV^4-{f6.7-bis(methytoxy)quinolin-4-ynoxy>DhenylVAr-(4-nuoropheny))azetidme-3.3- 
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Table 3c. Additional Representative c-MET Inhibitors 


Entry 


Name 




dicarboxaniidc 


60 


(lR,2S)-^-{3-fluoro-4-[(6-{niethyloxy)-7-{[3-(4-methylpiperazin-l-yl)propyl]oxy}qumolin-4- 
yl)oxy]pheny 1} -)V-(4-f1uorophenylV2-inethylcyclopropane- 1 , 1 -dicarboxamidc 


61 


(lR,2R)-A^-{3-fluoro-4-[(6-(methyloxy)-7-{[3K4-methylpiperazin-l-yl)pro|vl]oxy}quinolin-4- 
y i)oxy]phciiyl) ''iV*(4-f1uorophcny l)-'2-mcthylcycloprop3ii6-^ 1 ^ 1 'dicstiKyxsinidc 


62 


(lR,2R>//43-fluoro-4-({6<methyloxy>7-[(3-pipcrazin-l-ylpropyl)oxy]quinolin-4- 
yl}oxy)phenyl]-Ar-{4-f1uorophenyl)-2-tnethy Icyclopropane* \ , 1 'dicarboxamide 


63 


AK3-nuoro-4-{l7-({3-t4-(l-inethylethyl)piperazin-l-yl]propyl)oxy)-6-(methyloxy)quinolin^- 
yl]nxy ^phefiyl^jV*-(4-fluorophcnvl^vclopropan6" 1 , 1 -dicarboxafnidc ^ ^ ^ 


64 


yv^4.{[7.{[3-(diethylamino)propyl]oxy}-6-(methyloxy)qumazolin-4-yl]oxy}-3-fluorophenyl)- 


65 


(lR,2R)-A^-(4.{[7-{[3-(diethylainino)propyl]oxy}-6-(methyloxy)quinolin-4-yl]oxy}-3- 
fluorophcnyl) TV (4-fluorophenyl)-2-rncthylcycloprop8nC"l , 1-dicarboxflinidc 


66 


(lR,2R>;V-(4-{[7-{[2-(diethylainino)ethyl]oxy}-6-(methyloxy)quinolin-4-yl]oxy}-3- 
fluorophenyl)-yV''(4-fluonjphcnyl)-2-nicthyicyclopropanc-l J l-'dicariwxOT 


67 


(lR,2S)-Af-(4-{[7-{t3-(diethylainino)propyl]oxy}-6-(niethyloxy)quinohn-4-yI]oxy}-3- 

flkinMnkdMin jiP-^A fiimninhp^nvn-7-methvlcvcloDroDane'1.1"dicarboxaniidc 

iluoropneiiyij-/v -^»f-iiuoivpn6iiyij"4.-iiicuiyii*yviw]^ivpiwiw i,< — - — ^ — - — 


68 


(lR,2S)-JV-('*-{[7-{[2-(diethylamino)ethylloxy}-6-(methyloxy)quinolin-4-yijoxyj-j- 
fluorophenyl)-Ar-(4-fluorophenvn-2-inethylcvcloDroDane-l . 1-dicarboxamide 


69 


»/ /J m irn /j:««k..i»m;i»/»wtn/ii/ivu\^-/'mptVivlf>xv^auinazolin-4-vnoxv)-3-tluorophenyl)-^- 
l\l-(A-[[i-[i2-{aKlnyiWnlnO/euiy j-i^'^ji ^ • r j ' 

(4-fluoropheny Ocyclobutane- 1 , 1 -dicarboxamidc 


70 


/in f^os \i n fitt^rn A /fA ^mptKulnvu^-7-f/"^-ninera7ii\-l -vlDrOOVnOXVlQUinOlin-4- 
( 1 R,2a)-/V-[j-tlUOro-4-^ |0-^^meiny loxy^- / o^ui i y lyiwyj jm**' ^ 

vl) oxy)phenvll-A''-(4-fluoropheny l)-2-methylcyclopropane- 1 , 1 -dicarboxamidc 


71 


(IR,2R,3S>-A'-[3-fluoro-4-({6-(niethyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinolin-4- 


72 


(lR,2R,3S>yV-{3-fluoro-4-((6-(methyloxy>7-{[3-(4-methy)piperaziii-l- 

n .n^'^.fX ni.inniin^ unnvvinhpn vll -Ar-f4-fluoroDhcnvlV-2.3-diinethylcyclopropane- 1,1- 
yl)propyljoxy)quinonn-'t-yi;oxyjpneiiyij-;v nuviupuvii^v / r i- 

dicarboxamide . — — — ; 


73 


/ID ID 'lc^ X/ ri fiii/M-/^_dj'ffi^methvloxvV7-f('3-inorDholin-4-ylpropy )oxylquinazolin-4- 
vl)oxv)pher>yll-iV'-(4-fluorophenvlV2.3-dimethylcycloDropane-l.l-dicarboxamidc 


74 


yl)propyl]oxy}quiiUBolin-*-yl)oxylphenyl}-Ar-<4-fluorophenyl)-2.3-dimethylcyclopropaiic-l.l- 


75 


/\f.[3-fluoro^-({6-(methyloxy)-7-[(3-morpholin-4-yIpit)pyl)oxy]quinazolin-4-yl}oxy)phen 
^-(4-fluorophenyl)cyclobutane- 1 , 1 -dicarboxamide 


76 


(2R,3R)-A^-[3-fluoro-4-({6-(inethyloxy>7-[(3-niorphohn-4-ylpropyl)oxyJquinoiin-4- 

s . 1-1 tM fiiin-nnViAnvix ^-Himpthvlcvclnnronane* 1 l-dicarboxainidc 

yl) oxy)phenyl |-Ar-(4-iluoropneny 1 j-^,j-ainicinyicycioprup<Mic ■ , i mt-m i/>/ 


77 


(2R,3R)-W-(4-{[7-{[3-(diethylaniino)pn)pyl]oxy}-6-(mcthyloxy)quinolin-4-ylJoxy}-i- 
fluoropnenyl)-iv K^-uuoropncnyi j-ZyJ-Qinicuiyicycioprupaiic i , i mvai Trrk — 


78 


;V-(4-a7-{[3-{diethylamino)propylIoxy}-6Kmethyloxy)quinolin4-yl]oxy}-3-nuorophenyi>-yv- 
(4-fluorophenyl)-2,2-dimethy]cyclopropane-l,l-dicarboxaniidc 


79 


;V-[3-fluoro-4K{6-(methyloxy)-7-[(3-morpholin-4-ylpiopyl)oxy]quiiia20lin-4.ylJoxy)pncnyij- 
/A £1 ^_Li^«..n 1 ^;mA*hui^i/^iAfunnAiip-1 1 -Hic^arboxamide 


80 


(lR.2R,3S).ArK4-{[7-{[3Kdiethylamino)propylloxy}-6-(inethyloxy)quinolm-4.yljoxyj-J- 
fluorophenyl)-iy-(4-f1uorophenvn-2.3-diinethYlcvclopropane-l.l-dicaifaoxamide — 


81 


iV^4-{[7-{[2-(diethylamino)cthyl]oxy}-6-(mcthyloxy)quinolm-4-ylloxy}-3-tluoroplienyij-iv. 
(4-fluorophenyl)-2.2-dimethylcyclopropane-l.l-dicarboxamide . — 


82 


(lR,2R,3S)-W-(4-{[7-{[2-{diethylamino)ethyl]oxy}-6-(methyloxy)quinolin-4-ylJoxyj-J- 
nuorophenyl>-/V-(4-fluorQphenyl)-2,3-dimethylcyclopropane-l.l-dicarboxamide 


83 


;V-[3-fluoro^-({6-(niethyloxy)-7-t(3-morpholin-4-ylpropyl)oxy]qumolin-4-yl}oxy)phenyiJ-yv- 
(4-fIuoropheny!)-2,2-dimcthylcyclopropane-l , 1 -dicarboxamide 


84 
85 


;V-(4-{(7-{[2-(diethylamino)cthylloxy}-6-(mcthyloxy)quinazolm-4-ylJoxy>-3-tluoropncnyi>yv- 

(4-nuorophenyl)-2;i-dimethylcyclopropane-l.l-dicafboxamide 

;V-{4.{r7-([3-(diethYlamino)pioDvnoxy>-6-(methvloxy)qumazolm-4-vl1oxy»-3-tliioiopftenyJ}^ 
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Table 3c. Additional Representative c-MET Inhibitors 


Entry 


Name 






86 


yv.(4.{[7.{[3,(diethylaniino)propyl]oxy}-6-{methyloxy)quinazolm-4-yl]oxy}-3-fluorophenyl)- 
Ar-(4-fluoropheny l)cyclobutane- 1 . 1 -dicarboxamide 


87 


;V-{3-fluoro-4-[(6-{methyloxy)-7-{[3-(4-methylpiperazin-l-yl)propyl]oxy}quinazolin-4- 
yI)oxylphenyl)-A''-(4-fluorophcnyl)cyclobutanc- 1,1 -dicarboxamide _ — 


88 


N-[3-fluoro.4-({6-(methyloxy)-7-[(3-piperazin-I-ylpropyl)oxy]quinazolin-4-yl}oxy)phenyl]-yV- 
(4-fluorophenyl)cyclobutane-l,l-dicarboxainidc 


89 


(2R,3R)-/V-[3-fluoro^^{6-(methyloxy)-7-[(3-moipholin-4-ylpropyl)oxy]quinazolin-4- 
^,.«.A^u»»,>n \p fA fiianmnhArtuiv.'} i^im^thvlf^vi^lonrotiane- 1 . 1 -dicafboxaiiiide 


90 


;v.(4.{[7.{[3.(diethylamino)proi^l]oxy)-6-(inethyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-7V'- 
{4-fluorophenyl)cyclobutane-l,l-dicaiboxaniide — 


91 


yV-{3-fluoro-4.[(6-(methyloxy>7-{[3-(4-methylpiperazin-l-yl)propyl]oxy}quinolin-4- 
yl)oxy]pheny 1} -^-(4-f1uorophcnyl)cyclobutane- 1 , 1 -dicarboxamide — 


92 


(lR,2R)-iV-(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinazolin-4-yl]oxy}-3- 
fluorophenyl)-A/'-(4-fluorophenyl)-2-niethvlcyc1opropane-l,l-dicarboxainide 


93 


(lR,2R)-W-{3-fluoro^-[(6-(mcthyloxyH-{t3-(4-methylpiperazin-l-yl)propylJoxy}quinazoiin- 
4-yl)oxy1php.nyl}-Ar-(4-fluorophenvlV2-methvlcvclopropane-l,l-dicarboxamide , 


94 


(2R,3R)-Ar-(4-{[7-{l2Kdiethylamino)€thyl]oxy}-6-(methyloxy)quinazolin-4-ylJoxy)-J- 

£1 \p fA fittr\mw%\tB*wwWJj LHimpthvlcvclonroDanc-l.l-diCflrboxaniidc 
tiuoropnenyi}-A H^-iiuoropnenyij-4,^-uinicuiyiwyviv|/iu|/ai»v «»v«- ^^^^^ ^ 


95 


(2R,3R)-W-{4-{[7-{[3-(diethylamino)propyl]oxy}-6-(mcthyloxy)quinazolin-4-yl]oxy}-3- 

n..>v,..»»t.»»t.i\ \p tA fiiirtrrtrtVi<»nvn-'7 '^-Him^thvlcvcloDroDanc-1 .l-dicarboxamioc 
iiuoropnenyi}-/v -(^4-iiuoropncnyi^-^,j"«"''ciiijiv.jfi<.iui/ivi^aiiw i ,i 


96 


( 1 R,2R)-iV-[3-f1uoro-4-({6-(methyloxy)-7-l(3-pipcrazin- 1 -ylpropyl)oxyJquinazolin-4- 


97 


(2R,3R)-A^-(4-{[7-{(2-(diethylamino)ethyl]oxy}-6-(methyloxy)quinolin-4-ylJoxy)-J- 


98 


//-(4.{(6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-A/'-[(4- 

fliinrnnhenvnmethvncvclopi-opane- 1 . 1 -dicarboxamide ^ 


99 


>.(4-{[6J-bis(methyloxy)quinolin-4-yl)oxy}phenyl)-Ar-(2-morpholin-»-ylethyl)cyclopropane. 
1,1 -dicarboxamide _ 


100 


A^-(4-{t6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-Ar-l2-(pipenam-i- 

y lmethyl)pheny llcycloDropane- 1 , 1 -dicarboxamide ^ 


101 


Af-(4-{[6,7-bis(methyloxy)quinolin-4-ylloxy}phenyl)-Ar-[2-(pynohdm-l- 
ylmethyOphenyllcyclopropane- 1 , 1 -dicarboxamide — 


102 


^.(4.{[6,7-bis(methyloxy)quinolin-4-ylloxy}phenyl)-y-[3-(moipholin-4- 

ylmethyl)pheny l]cvclopropane- 1 , 1 -dicarboxamide 


103 


Ar-(4-{(6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl).W'-l2-(moipnonn-4- 

ylmethy Qpheny llcyclopropane- 1 , 1 -dicarboxamide ^ 


104 


Af-(4- { [6,7-bis(methyloxy)quinolin-4-yl]oxy }phcnyl)-W'-phenyIcyclopropane- 1 , J - 


105 


yV-[3-(aminomcthyl)phcnyl]-Ar-(4-{[6,7-bis(methyloxy)quinohn-4- 

ylloxylphenvOcyclopropane-l , 1 -dicarboxamide ^ 


106 


A^-(4-{i6,7-bis(methyloxy)quinolm-4-yl]oxy}phcnyl)-/V-[3-(piperidin-l- 

ylmethy l)phenvllcvclooropane-l , 1 -dicarboxamide , 


107 


Af-{4-{[6,7-bis(methyloxy)quinoIin-4-yl]oxy}phenyl>Ar-l3-tt>yiTOliam-i- 
x,imMhvnnhffnvncvcloDropane- 1 ■ 1 -dicaffaoxamidc . . _ — ; 




a single geometric isomer, stereoisomer, racemate, enantiomcr. or diastereomer, tnereoi ana 
optionally as a pharroaceutically acceptable salt, solvate^ or hydrate thereof. ! 



Table 4. Representative EGFR and/or VEGFR Inhibitors 


Entry 


Name 


1 


A^-(3,4-dichloro-2-fluorophenyl)-7K{l(3a«,5r,6aS)-2-(l- 
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Table 4. Representative EGFR and/or VEGFR Inhibitors 


Entry 


Name 




methylethyl)octahydrocyclopenta[c]pyrrol-5-yllmcthy1}oxy)-6-(methyloxy)quinazolin-4- 
amine — 


2 


/V-(4-bromo-3-chloro-2-nuorophenyl>7-({[(3a;i,5r,6aS)-2-(l- 

methylethyl)octahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)^-<methyloxy)qu.nazohn-4- 




7-({[(3a/i,5r,6aS)-2-acetyloctahydrocyclopenta[c]pyiTol-5-yl]methyl}oxy)-iV-(4-bromo- 
3 chloro-''-P""'-"r'"'"""'^'^""'"'^'°*^^°""'"^''"'^"°'"'"'' " 




A/-(4-bromo-3-chloro-2-nuorophenyl)-6-(methyloxy)-7-{[(3a«,5i-,6aS)- 
„^f,i,vHrnryfinn<.ntafr1nvrrol-5-vlmethvnoxy)quinazoUn-4-aroine . 


5 


ethyl(3ay?,6aS)-5K{[4.K4-bromo-3^hlo^^^^^ 

(methyloxy)qumazolin-7-yI]oxy}inethyl)hexahydrocyclopentalcJpyrroie-2UH; 
carboxylate 


6 


;v<4*romo-3<hloro-2-Huorophenyl)-6Kmethyloxy)-7-({[(3a7?5/-,6a5)-2- 
fmethvlsulfonynoctahvdrocvcloi)enta[c1pvrrol-S-ynmethyl}oxy)quma2oUn-4-amine 


7 


Ar-(3,4-dichloro-2-fluorophenyl)-7-({K3aK,i'-.«>ai)-i-ethylociahydroi.yi.loH<=..lalcJpyiTOi 
5-YnmethvlloxvV6-(inethvloxv)auinazolin-4-ainine _ 


8 


N-(3 4-dichloro-2-fluorophenyl)-6-(inethyloxy)-7-({[(3a/i,5r,6a5)-2-(2- 
m«hvlDroPYl)octahvdrocyclopentafc]pviTol-5-vnmethvUoxy)quinazolm-4-anu^ 


9 


A^^3,4-dichloro-2-fluorophenyl)-7-({K3a^.5s.6aS)-2- , , ^ . v . 
methvloctahvdrocvcloDcntarc1pyrrol-5-vnmethvnoxv)-6-(methyloxy)quinazolm-4-an».ne 


10 


N-(4-bromo-3-chloro-2-fluorophenyl)-7-({[(3a«,5s,6aS)-2- . ^ . ... .^^ 
methvloctahvdiocvcloDentafc1pyrrol-5-vl]methvnoxy)-6.(methyloxy)quina2ol.n-4-amine 


11 


yV-(3-chloro-2,4-dinuorophenyl)-7-({((3a/?.5s,6aS>-2- 

J.hv.nrt.hvdrncvcloDentafc1pvn-ol-5.yl]methyl}oxY)^-(methyloxY)qu.na2«)l.n-4-am>ne 


12 


iV-(4,5-dichloro-2-fluorophenyl)-7-({[(3aJ«.5s,6a5)-2- ^ ^ , . . ... 


13 


Af-(4-broino-5-chloro-2-fluorophenyl)-7-({[(3a/?,5s,6a5)-2- 
!;.Loctahvdrocvctor"*«Mpvrrol.5-vnmethvlloxyW^^^^^ 


14 


yV-{4-bromo-2.3-dich!orophenyl)-7-({U3aK,5s,oa:>;-z- 
:!l.^...l.v^loj;.lclpy.,o|.i.ylln,r,hrll.xvVM^^^ 


15 


N-(3,4-dichlorophenyl)-7-({l(3a^.5s,6aS)-2-methyloctahydrocyclopentalcjpyiTOi3 
vnm'ethvnoxY)-6-(methyloxv)quinazolin-4-amine 


16 


/V-(4-bromo-3-chloro-2-fluorophenyl)-7-({U3aK,5r,6aS)-2- 


17 


Af-(4-bromoO-chloro-2-fluorophenyl)-6-(methyioxy>7-(U(3a/f,5^&a:>h^^ 
lthvlpropvl)octahydrocvcloDentafc1pyrroM-VnmethYl}oxy)qu.nazo^ 


18 


A^-(4-bromo-2,3-dichlorophenyl)-7-(K3R.9aS>hexahydro-lH-li,<iJoxazinoiJ,-. 
ciri.41oxazin0.ylmethyl1oxy)-6-(methytoxy)«f.in^^^^^^ 


19 


N<4,5Klichloro-2-nuorophenylH-{tt3R,9aS>hexahydro-lH-ll.4joxaznioiJ.4- 
ciri.41oxazin-3-ylniethvnoxvt-<Kmethyloxv)quinazol.n-4.amine ^ 


20 


■ ^V-bronio-5-chloro-2-fluorophcnyl)-7-{[(3R,9aS)-hexahydro-lH-ll,4joxazmoi..'»- 
cK1.41oxazin.3-vlmethylloxy}-6^n,ethyloxy)quina2ol.n^-am.ne 


21 


A^-(3-chloro-2,4-diHuorophcnylH-{K3R.9aS>hexahydro-lH-ll,4ioxa2inoli,4- 

rir 1 ,41oxazin.3-ylmethvnoxy}-6-(methvloxv)quina2olin-4-amine 


22 


" "Jv<3 4-dichloro-2-fluorophenyl>7-{[(3S,9aS)-hexahydro- 1 H-[ 1 ,4Joxazinoi 

ciri.41oxazin-3-vlmethvnoxv}-6-(iiiethYloxy)quinazolin^:am^ . 


23 


"■A4-4omo-3-chloro-2-fluorophenyl)-7.{[(3S.9aS)-hexahydro-lH-ll.4joxazinoi:.,'.- 
rlfi 41oxazinO-vlmethynoxv}-6-rmethvloxv)quinazohn-^ainine 


24 


A3jhloro-2.4-difluorophenyl)-7.{[(3S.9aS>hexahydi«-lH-[1.4Joxazu.oi:»,4- 
ciri.41oxazinO-Ylmethvlloxy}-6-rmcthvloxvy«uina201in-4-sunine ^ 


25 


A^K3.4-dichlorophenyl)-7-l(hexahydro-lH-[1.4Joxazinol3.4.cK1.4]oxazin-3- 
Yln,«T»'y')"«'^-^'"g*''vloxvtouinazolin^-ainine 
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26 


Ar-(4,5-dichloro-2-fluorophenyl>7-{[(3S,9aS)-hexahydro-l H-[ 1 .4]oxazino[3,4- 
clfl 41oxazin-3-ylmethylloxy}-6-(inethYloxy)quinazolin-4-ainine 


27 


yV-(4-bromo-2.3-dichlorophenyl)-7-{[(3S,9aS)-hexahydro- 1 H-[l .4]oxazino[3,4- 
clf 1 ,41oxazin-3-ylmethylloxY} -6-{niethyloxy)quinazolin-4-amine 


28 


A'-(4-bromo-5-chloro-2-fluorophenyl)-7- {[(3 S,9aS)-hexahydro- 1 H-[ 1 ,4]oxazino[3 ,4- 
cl[l,4]oxazin-3-ylmethylloxY}-6-(inethyloxy)quinazolin-4-amine 


29 


;V-(3,4-dichloro-2-fluorophenyl)-7-{[(3R,9aS)-hexahydro-lH-ll,4]oxazino(3,4- 
clf 1 ,41oxazin-3-ylmethylloxy } -6-(methyloxy)quinazoIin-4-amine 


30 


N-(4-bromo-3-chloro-2-fluorophenyl)-7-{K3R,9aS>hexahydro-lH-[l,4]oxazino[3,4- 
cir 1 ,41oxazin-3 -y Imethy I]oxv} -6-(mcthvloxy)quina2oIin-4-ainine 


31 


A^-(3,4-dichlorophenyl)-7-{[(3R,«aR)-hexahydK>-lH-pyrrolo[2,l-c][1.4]oxaaii-3- 
ylmethyl]oxv)-6-(methvloxv)quinazolin-4-ainine ^ 


32 


A^-(4-brorao-5-chloro-2-fluorophcnyl)-7-{[(3S,8aS)-hexahydro-lH-pyiTolo[2.1- 

cir 1 .41oxazin-3-Ylinethylloxv}-6-(methyloxv')quina2ffllin-4-ainine 


33 


W-(3,4-dichlon>phenyl>7-{[(3S,8aR>hexahydro- 1 H-pyrrolo[2, 1 -c][ 1 .4]oxazin-3- 
vlmethylloxv>-6-(niethyloxy)quinazolin-4-amine 


34 


JV-(3,4-dich!orophcnyl)-7-{[(3S,8aS)-hexahydro.lH-pyiTOlo[2,l-c][l,4]oxazin-3- 
vlfTiethvnoxv>-6-<^inethvloxv')quina2olin-4-ainine 


35 


;V-(3,4-dichlorophenyl>7-{l(3R.8aS>hexahydro-JH-pym)lo[2.1-c][l.4]oxazin-3- 
ylmethyl]oxy}-6-(methyloxy)quinazolin-4-aminc 


36 


yV-(3,4-dichloro-2-fluorophenyl>7-{[(3S,8aS)-hexahydro-lH-pyiTolo[2,l-c][l,4Joxazin- 
3-ylmethylloxy}-6-(methyloxy)quinazolin-4-amine ^ _ 


37 


7V-(4-bromo-3-chloro-2-fluoropheny l)-7.{[(3S.8aS)-hexahydro- 1 H-pyrrolo[2, 1 - 
cir 1 ,41oxazin-3-ylmethylloxy}-6-(methyloxy)quinazolin-4-amine 


38 


;V-(3-chloro-2,4-difluorophenyl)-7-{K3S,8aS)-hexahydro-lH-pynolo[2,l<l[l,41oxazin- 
3-ylmethynoxvt-6-rinethvloxy)quinazolin-4-amine 


39 


Af-(4-bromo-2.3-dichlon)phenyl)-7-{l(3S,8aS)-hexahydro-lH-pyrrolo[2,l-cJll,4]oxa2in- 
3-vlmethynoxvl-6-{methyloxy)quinazolin-4-amine 


40 


yVK4.5-dichloro-2-nuorophenylH-{[(3S,8aS)-hexahydro-lH-pym>lot2,l-c][l,4]oxazin- 
3-ylmethy!loxy>-6-(methyloxv)Quinazolin^-amine . 


41 


I 4-3 6-dianhydro-5-({[4-[(4-bromo-5-chloro-2-fluorophenyl)aminol-6- 
fmethyloxy)quinazolin-7-yl1oxvlmethvl>S-deoxy2-0-inethvl-D-xYlo-hexitol 


42 


14:3,6-dianhydro-5-deoxy-5-({[4-((3,4-dlchlorophenyl)amino]-6- 
fmrthvlnrv>i-""""""-'?-Y'1"^v>'"g«hvn-2-0-methyl-D-glucitol 


43 


14-3 6-dianhydro-5-deoxy-5-({(4-l(3,4-dichloro-2-fluorophenyl)aininoj-o- 
(mcthyloxy)quinazolin-7-yl]oxy}methyl>2^inethvl-D-xylo-hexitol 


44 


1 4-3 6-dianhydro-5-({[4-t(4-bromo-3-chloro-2-fluorophenyl)amino]-6- 
(methYloxy)quina2olin-7-vnoxy>metfayn.S-deoxY-2-0.mcthyl-D-xylo-hexitol 


45 


1 4-3 6-dianhydro.5-({[4-[(3-chloro-2,4-difluorophenyl)aiiiino]-6- 
r;.^thvln«vWinamlin.7.vnoxv)methvlVS.deoxy-2-0-methyl-D-xvlo-hexitol 


46 


1 4-3 6-dianhydro-5-({[4-[(4-bromo-2,3-dichlorophenyl)amino]-6- 
froethyloxy)quina2olin-7.vnoxv}mcthYl)-5-deoxy-2-0-tnethyl-D-sluchol 


47 


14:3,6-dianhydro-2-deoxy-2-({[4-[(3,4-dichlorophenyl)amino]-6- 
(mcthYloxy)quinazolin-7-ylloxv>mcthyl>5-0-methvl-D-threo-hexitol — 


48 


4 * ^ J*- L .J— « j.Avmf ^ /stA If A <-rlirhlorft-7-fliioroDheiivl^aininol"6' 
\ 4:3,6-aiaiinyQro-j-acoxyo-^^*»-ls,*»,j-aicniyru-i iiuuiupu^ii/iywii-wawj-^ 

^l,.K„i„^.,^n..ini.:,nlin-7-vnoxv>methvlV2-0-methYl-D-glucitol 


49 


{3S,9aS)-3-({[4-t(3,4-dichloro-2-nuorophenyl)amino]-6-(methyloxy)quinazolin-/- 
ylloxy }methvnhexahydro-2H-pyrido[ 1 .2-alDYrazin- 1 (6H)-one 


50 


(3S,9aR>3-({[4-[(3,4-dichloro-2-nuorophcnyl)aniino]-6-(niethyloxy)quinazolin-7- 
ylloxy}methYl)hexahydro-2H-pyrido[1.2.alDvrazin-l(6H)-one 


51 


(3S.8aS)-3-({[4-[(3,4-dichloro-2-fluorophenyl)ainino]-«-(methyloxy)quinazolin-/- 
ynoxy}methvnhexahydropyTTolori^-a]pyrazin-l(2H);OT»e , 
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52 


(3 S,8aR>3-( { [4-[(3,4-dichloro-2-fluorophcnyl)amino]-6-(methyloxy)quinazolin-7- 
yl]oxy}methyl)hexahydropyrralori,2-a1pyrazin-l(2H)-one 


53 


(3S,8aS)-3-{{[4-[(4-bromo-3-chloro-2-fluorophenyl)amino]-6-{methyIoxy)quinazohn-7- 
y lloxy } mcthy IJhexahydropvTTOlof 1 ,2-aliiyrazin- 1 (2H)-onc 


54 


(3S,8aS)-3-({[4-[(3,4-dichloro-2-fluorophenyl)amino]-6-(methyloxy)quinazolin-7- 
ylloxy } methy l)-2-methy Ihexahydropyrrolof 1 ,2-alpyra2in- 1 (2H)-one 


55 


JV-(3,4-dichlorophenyl)-7-({2-t(8-methyl-8-azabicyclo[3.2.I]oct-3-yl)amino]ethyl}oxy)- 
6-(methyloxy)quinazolin-4-amine 


56 


A^-(3,4-dichlorophenyl)-6-(niethyloxy)-7-{[(8aR)-tetrahydro- 1 H-[ 1 ,3]thiazolo[4,3- 
clfl ,41oxazin-6-ylmethynoxy>quinazolin-4-amine 


57 


N-(3 ,4-dichlorophenyl)-7- { [2-(8-methyl-8-az8bicyclo[3.2. 1 ]oct-3-yl)ethy!]oxy J-6- 
(methyloxy)quinazolin-4-amine 


58 


yv-<3,4-dichlorophenylH-{[(8-methyl-8-azabicyclol3.2.1]oct-3-yl)methylloxy}-6. 
(methyloxy)«^uinazolin-4-amine 


59 


iV-{3.4-dichIorophenyl>7-{[(3a/?.6a5)-2-methyloctahydrocyclopentalcjpyiToio-yijoxy}- 
6-(methyloxy)quinazolin-4-ainine ^ 


60 


JV-(3,4-dichlorophenyl>7.[(8-incthyi-8-azabicyclo[3.2.1]oct-3-yl)oxyJ-6- 
(methyloxv)quina2olin-4-aininc 


61 


l,4:3,6-dianhydro-2-0-[4-[(4-broino-5-chloro-2-fluorophenyl)amino]-*- 
(methyloxy)c|uinazolin-7-vn-5-0-methyl-L-iditol ^ 


62 


l,4:3,6-dianhydro-2-0-[4-[(3,4-dichloro-2-fluorophenyl)ainino]-6- 
(methyloxy)quinazolin-7-yll-5-0-methyl-L-idUol 


63 


l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chIoro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yll-5-0-mcthvl-L-iditol 


64 


l,4:3,6-dianhydro-2.0-methyl-5-0-{6-{methyloxy>4-[(2.3,4- 

trichlorophenyl)amino]quinazolin-7-yl}-L-iditol 


65 


l.4:3,6-dianhydro-5-0-[4-[(3,4-dichlorophenyl)aininol-6-(methyloxy)qumazolin-7-yl]-2- 
O-methyl-D-xylo-hexitol . 


66 


l,4:3,6-dianhydro-2-0-[4-[{4-bromo-2,3-dichlorophenyl)aminoJ-6- 
(methyloxy)quinazolin-7-yn-5-0-incthyl-L-iditol . 


67 


l,4:3,6-dianhydro-5-0-(4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazoHn / 
yl]-L-sorbose ethylene glycol acetal , 


68 


l,4:3,6-dianhydro-2-0-[4-[(3-chloro-2,4-difluorophenyl)ainino]-6- 
(methyloxy)auinazolin-7-yll-5-0-inethyI-L-idito! _ 


69 


l,4:3,6-dianhydro-2-0-[4-[(4.5-dichloro-2-fluorophenyl)aininol-6- 
(methyloxy)quinazolin-7-yl]-5-0-methyl-L-iditol 


70 


l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)aininoJ-6-lmettiyloxy)quinazolin-7- 
y'n-5-0-fdifluoromethyl)-L-iditol — 


71 


vh-5-O-methvl-L-iditol . — 


72 


l,4:3.6-diaiihydro-2-0-[4-[(3.4^ichlon)phenyl)amino]-6-{methyloxy)quinazoiin-/-yijo- 
Omethyl-L-iditol 


73 


l,4:3,6-diaiihydro-2-0-[4-[(4-bromo-3-chlorophenyl)aininoJ-6Hnicthyioxyjquinazolin-y- 
yll-S-O-methyl-L-iditol : 


74 


1 4-3 6-dianhydro-2-0-[4-[{4-bromo-3-chlorophenyl)amino]-6-(inethyloxy)quinazolin-7- 
yil-5-O-cthvl-L-iditol 


75 


1,4:3,6-dianhydro-2-0-[4-[(3-bromo-2-methylphenyl)aminoJ-6-tinethyioxyjquinazoiin-/- 
yh-5-O-methvl-L-iditol . ^ -- 


76 


1,4:3,6-dianhydro-2-0-[4-((3-chioro-2-incthylphenyl)amino]-6-CmemyloxyMuinazolin-7- 
yll-S-O-methyl-L-iditol ^ — _ 


77 


l,4:3.6-dianhydro-2-0-[4-[(4-bronio-3-chlorophenyl)amino]^inethyloxy)quinaa>Ini-7- 
yll-S-deoxy-D-xylo-hcxitol . 



217 



wo 2008/076415 



PCT/US2007/025751 



Table 4. Representative EGFR and/or VEGFR Inhibitors 


Entry 


Name 


78 


l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)ainino]-6K»nethyloxy)quinazolin-7- 
yil-5-O-methyl-D-glucitol 


79 


methyl 3,6-anhydro-5-0-[4-[(4-bronio-3-chtorophcnyl)ainino]-6-(nicthyloxy)qujnazolin- 
7-yll-2-0-inethyI-alpha-L-i<lofiiranoside 


80 


3,6-anhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazobn-7-yl)- 
1 ,2-0-(l -methvlethylideneVbeta-L-xylo-hexofiiranose 


81 


l,4:3,6-dianhydro-2-0-[4-[(4-bronio.3-chIorophenyl)ainino]-6-{methyloxy)quinazohn-7- 
yll-5-deoxy-5-methylidene-D-xylo-hexitoI 


82 


methyl 3,6-anhydro-5-0-[4-[(4-bTOmo-3-chlorophenyl)amino]-6-(inethyloxy)quinazolin- 
7-yll-2-0-methyl-beta-L-idofuranosidc 


83 


Ar-(3,4-dichloro-2-fluorophenyl)-6-{™c*yloxy)-7-[(octahydro-2H-quinolizin-3- 
ylmethy1)oxylquinazolin-4-amine 


84 


l,4:3,6-dianhydro-2-deoxy.2-fluoro-5-0-{6-(niethyloxy)-4-[(2.3,4- 
trifluorophenyI)aminolquina2olin-7-yl}-I>iditol 


85 


l,4:3,6-dianhydro-5-0-[4-K2-chloro-4-fluorophenyl)amino]-6-(methyloxy)quinazolin-7- 
yll-2-deoxy-2-fluoro-D-iditol 


86 


l,4:3,6-dianhydn>-5-0-[4-[(2-bromo-4-fluorophenyl)aniino]-6-(inethyloxy)quinazolin-7- 
vn-2-deoxv-2-fluoro-D-iditQl , 


87 


l,4:3,6-dianhydro-2-deoxy-5-0-(4-t{2,6-difluorophenyl)ainino]-6- 

(methyloxy)quinazolin-7-vl1-2-fluoro-D-iditol 


88 


l,4:3,6-dianhydro-5-0-[4-[(3-ch!oro-2-fluorophenyl)aminol-6-(inethytoxy)quinazolin-7- 
vl1-2-deoxy-2-fluoro-D-iditol ^ 


89 


l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4-{[4-fluoro-3- 

(»-;fi..»r»m»thvnnh<.nvnaminni-6-rmethvloxv)quinazolin-7-yll-D-iditol __. 


90 


l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,4-difluorophenyl)ammo]-6- 
(methyloxy)auinazolin-7-yl]-2-fluoro-D^ditol . 


91 


1.4:3.6-diaiihydro-2-deoxy-5-0-[4-[(2,5-difluorophenyl)ammoJ-6- 
(mediyloxy)qHinazoIin-7-yn-2.fluoro-D-iditol „_ 


92 


1 ,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,3-difluorophenyl)amino]-6- 
(methyloxy)quinazolin.7-yn-2-fluoro-D-iditol 


93 


l,4:3,6-dianhydro-5-0-[4-[(5-chloro-2-fluorophenyl)ammoJ-6-(niethyloxyMuinazohn-/- 
yn-2-deoxy-2-fluoro-P-iditol . 


94 


l,4:3,6-dianhydro-2-deoxy-5-0-[4-l(3,5-d»Huoropheny>)amino]-6- 
(methyloxy)quinazolin-7-yn-2-nuoro-D-iditol ___ 


95 


l.4:3,6-dianhydro-5-0-[4-[(3-chloro-4-fluorophenyl)aiiiino]-6-(methyloxy)quma2olm-/- 
yil-2-deoxy-2-nuoro-D-iditol ^ 


96 


Yll-2-dcoxy-2-fluoro-D-iditol 


97 


l,4:3,6-dianhydro-2-dcoxy-5-0-[4-[(3.4^ichloro-2-fluorophenyl)annnoJ-l>- 
(methyloxy)quinazolin-7-yn-2-fluoro-D-iditol 


98 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-5-chIoro.2-fluorophenyl)ammo]-6- 
Cniethyloxy)quinazolin-7-yn-2-deoxy-2-fluoro-D-iditol 


99 


l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-O-{6-(methyl0xyH-[(2.4,5- 

trinuoropheny l)amino]quinazolin-7-yn -D-iditol _ 


100 


1 A.'i £. j:rt_u..j.» T Aaewu '7-fliint'f\-S-0- Ifi-I'methvloxv'^^-rf 2.4.6" 

1 ^4!3,o-diannyoro-i-acoxy-z-iiuori>-j-v^-^o-vii»™v'*'*7/^ iv^i^*** 
tr'ifliinmphenvnamino1auinazolin-7-yU-D-iditol ^ 


101 


1 ,4:3,6-dianhydro-5-0-[4-( {4-[(4-chlorophenyl)oxy]-3.5-difluorophenyl} amino)-6- 
(methyloxy)quina2olin-7-yl1-2-deoxy-2-nuoro-D-iditol . . 


102 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chloro-2-nuorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yll-2-dcoxy-2-nuoro-D-iditol 


103 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-2,3-dichlorophcnyl)amino]-6- 
fmethvtoxvtouinazolin-7-YlV2-deoxy-2-fluoro-D-iditol 
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104 


l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chloro-5-fluorophcnyl)ainino]-6- 
(methyloxy)quinazolin-7-yl]-2-<leoxy-2-fluoro-D-iditol 


105 


l,4:3,6-dianhydro-2-deoxy-5-0-(4-[(4,5-dichloro-2-fluorophcnyl)ainino]-^ 
(inethyloxy)quinazolin-7-yll-2-fluoro-D-iditol 


106 


l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-{6-(methyloxy)-4-[(2,3,4- 
trichlorophenyl)ainino1quinazolin-7-yl}-D-iditol 


107 


l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-{6-(methyIoxy)-4-[(3,4,5- 
trichlorophenyl)amino]quinazolin-7-yl}<D<iditol 


108 


l,4:3,6-dianhydro-S-0-[4-[(4-bromo-2-fluOFOphenyl)ainino]-6-(methyloxy)quinazolin-7- 
yl]-2-deoxy-2-fluoro-D-iditol 


109 


l,4:3,6-djanhydro-5-0-(4-[(4-chloro-2-fluorophenyl)amino]-6-(methyloxy)quinazolin-7- 
yll-2-deoxy-2-fluoro-D-iditol 


no 


l,4:3,6-diaiihydro-5-0-[4-[(3-chlon>.2-methylphcnyl)aiiiino]-6-(inethyloxy)quinazolin-7- 
yll-2-deoxy-2-fluoro-D-iditol 


Hi 


l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(3,4-difluorophenyl)aininol-6- 
(methyloxy)quinazolin-7-yl]-2-nuoro-D-iditol 


112 


deoxy-2-fluoro-D-iditol 


113 


l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4-[(2-fluorophenyl)ainino]-6- 
{methyloxy)quinazolin-7-yl]-D-iditol 


114 


l,4:3,6-dianhydro-5-0-[4-[(3-chlorophenyl)ainino]-6-{methyloxy)quinazoIin-7-yl]-2- 
deoxy-2-fluoro-D-iditol 


lis 


l,4:3,6-dianbydro-2-deoxy-2-fluoro-5-0-(4-[(4-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl1-I>-iditol 


116 


l,4:3,6-dianhydro-5-0-[4-[(4-chlorophenyl)amino]-6-{methyIoxy)quinazolin-7-yl]-2- 
deoxy-2-fluoro-D-iditol 


117 


l,4:3,6-dianhydro-2-deoxy-5-0-[4-t(2.4-dichlorophenyl)amino]-6- 
(methyioxy)quinazolin-7-yl1-2-fluoro-D-iditol 


118 


l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,5-dichlorophenyl)aminol-«- 
(methyIoxy)quinazolin-7-yl]-2-fluoro-D-iditol 


119 


l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(3,4-dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]-2-fluoro-D-iditol 


120 


l,4:3,6-dianhydro-5-0-[4-[(2-bromo-4,6-difluorophenyl)ainino]-6- 
(incthyloxy)quinazolin-7-yl]-2-deoxy-2-fluoro-D-iditoI 


121 


l,4:3,6-dianhydro-5-0-(4-{(4-chloro-3-{trifluoromethyl)phenyl]ainino}-6- 
{methyloxy)quinazolin-7-yn-2-dcoxy-2-fluoro-D-iditol 


122 


l,4:3,6-dianhydro-5-0-[4-{[2-chlorO'5-(trifluoromcthyl)phenyl]amino}-6- 
(mcthyloxy)quinazolin-7-yn-2-deoxy-2-fluoro-D-iditol 


123 


l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4-{[2-fluoro-3- 
(trifluoromethyl)phenyllaiiiino}-6-(methyloxy)quinazolin-7-yll-D-iditol 


124 


l,4:3,6-dianhydro-5-0-[4-{[2-bromo-5-{irifluoromethyl)phenyl]amino}-6- 
(methyloxy)quinazolin-7-yll-2-deoxy-2-fluoro-D-iditoI 


125 


l,4:3.6-dianhydrt>-5-0-[4-{[2-broino-4-(trifluoromethyl)phenyl]amino}-6- 
{methyloxv)quinazolin-7-yll-2-deoxy-2-fluoro-D-iditol 


126 


l,4:3,6-dianhydro-2-deoxy-2-nuoro-5-0-t4-{[4-fluoro-2- 
(trifluoromethyl)phenyllamino}-6-{inethyloxy)qujna2olin-7-yll-D-id!tol 


127 


l,4:3,6-dianhydro-5-C>-[4-{[3-broino-5-(trifluoroinethyl)phenyl]ainino}-6- 
(inethyloxy)quinazolin-7'yll-2-deoxy-2-fluoro-D-iditol 


128 


l,4:3,6-dianhydro-5-C)-[4-[(2-broinophenyl)amino]-6-(niethyioxy)quina2olin-7-yl)-2- 
deoxy-2-fluoro-D'iditoI 


129 


l,4:3,6-dianhydro-5-0-(4-[(3-bromophenyl)aininol-6-(methyloxy)quinazolin-7-yl]-2- 
deoxy-2-fluoro-D-iditol 
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130 


l,4:3,6-dianhydro-5-O-[4-[(4-bromopheny0amino]-6-(methyloxy)quinazoJin-7-yl^ 
deoxy-2-fluoro-D-iditoI 


131 


yll-2-deoxy-2-fluoro-D-iditol 


132 


l,4:3,6-dianhydro-5-0-[4-[(5-chloro-2-methylphenyi)ainino]-6-(methyloxy)quinazolin-7- 
yll-2-deoxy-2-fluoro-D-iditol 


133 


1 ,4 : 3 ,6-diaiihydro-2-deoxy-5-0-[4-((3,5-dimethylphenyl)amino]-6- 
(methyloxy)quinazolin-7-yll-2-fluoro-D-iditol 


134 


l,4:3,6-dianhydro-5-0-[4-{[2,5-bis{inethyloxy)phenyl]amino}-6-(niethyloxy)quinazolin- 
7-yll-2-deoxy-2-fluoro-D-iditol 


135 


1.4:3,6-dianhydro-5-0-[4-{(5-chloro-2,4-bis(methyloxy)phenyl]aniino}-6- 
{inethyloxy)9uinazolin-7-yll-2-deoxy-2-fluoro-D-iditol 


136 


l,4:3,6-dianhydro-5-0-[4-{[4-chloro-2,5-bis(methyloxy)phenylJamino}-6- 
{methyloxy)quinazolin-7-yi]-2-deoxy-2-fluoro-D-iditol 


137 


l,4:3,6-dianhydro-5-0-[4-[(3-chloro-2,4-difluorophenyl)amino]-6- 
(methyloxy)quina2olin-7-yll-2-deoxy-2-fluoro-D-iditol 


138 


A^.<3.4-dichloropheny!)-7-[({5-[(dimcthylaniino)methyll-1.2.4-oxadiazoJ-3- 
yUmethyl)oxY)-6-(methyloxv)quinazolin-4-amine 


139 


A'.(3,4-dichlorophenyl)-7-[({3-[(dimethylainino)methyl]-».2,4-oxadiazol-5- 
yl } methy l)oxyl-6-(methyloxy)quinazolin-4-amine 


140 


yV-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({3-[(4-methylpiperazin- 1 -yl)methyl]- 1 ,2,4- 
oxadiazol-5-yl}tnethyl)oxylquinazolin-4-ainine 


141 


Af-(3,4-dichlorophenyl>6-(methyloxy)-7-{[(5-piperidin-4-yl-l,2.4-oxBdiazol-3- 
yl)methyl]oxy}quinazolin-4-amine ^ 


142 


AfK3,4-dichlorophenyl)-6-(mcthyloxy>7-({[5-{l-methylpipcndm-4-yl)-l,2,4-oxadiazol- 
3'yninethyUoxv)quinazolin-4-amine „_ 


143 


A^-(3,4-dichlorophenyi)-6Kmethyloxy>7K{[3-(moipholiii-4-ylmethyl)-1^.4-oxadiazol-5- 
ynmethyl}oxy)quinazolin-4-amine 


144 


;V-(3,4-diehlorophenyl)-6-(inethyloxy)-7-((mon)holin-2-ylmethyl)oxy)quinazolin-4- 
aminc — ^ 


145 


A'-(3,4-dichlorophenyl>6-(methyloxy)-7-{f(5-piperidiii-2-yl-l,2,4-oxadiazol-3- 
vl)methylloxylquinazolin-4-amine 


146 


//-(3,4-dichlorophenyl)-7-(({2-[(dimethylainino)methyl].l,3-thiazoM-yl}methyl)oxy]-6- 

(methyloxy)quinazolin-4-amine 


147 


Af-(3,4-dichlorophenyl)-6-(methyioxy)-7-{{[4-(phcnylmethyl)morpholm-2- 
yllmethyl)oxy)quinazoiin-4-ainine . 


148 


l,l^imethylcthyl2-({[4-[(3,4-dichlorophenyl)amino]-6-(inethyloxy)quinazolin-7- 
ylloxy } methyl)niorpholinc-4-carboxylate 


149 


Af-(3,4-dichlorophenyl)-6-(methyloxy)-7-({[2-{inorpholin-4-ylinethyl>l,3-thiazoM- 
yllmethyl}oxy)quinazolin-4-aiiiine 


150 


A^-(3,4.dichlorophenyl)-6-(inethyloxy)-7-(({2-[(4-methy!pipenizin-l-yl)inethyl]-1.3- 
thiazol-4-yllnicthyl)oxy]quinazoHn-4-ainine 


151 


/V^3,4-dichlorophenyl)-7-{t(4-inethylinorpholin-2-yl)methyl]oxy)-6- 
(inethyloxv)auinazolin-4-aniine . 


152 


Af-(3,4-dichlorophenyl)-6-(methyloxy)-7-[(1.4-oxazepaii.2-ylmethyl)oxy]quinazolin-4- 

amine 


153 


Ar-(3,4-dichlorophenyl)^-(n»ethyloxy)-7-{K5-pjpcridin-3-yl-l,2,4-oxadiazo!-3- 
vl'>methvnoxv>quinazolin-4-amine 


154 


yV-(3,4-dichlorophenyl)-6-(methyloxy)-7K{[5-(l-methylpipendin-2-yl)-l,2,4-oxadiazol- 
3-ynmethyl}oxy)qumazolin-4-ainme 


155 


A^-(3,4-dichlorophenyl)-7-{[(4-methyl-l,4-oxazepan-2-yl)methyl]oxy}-6- 
(inethYloxy)quinazolin-4-anime ^ 



220 



wo 2008/076415 



PCT/US2007/025751 



Table 4. Representative EGFR and/or VEGFR Inhibitors 


Entry 


Name 


156 


//.(3^4.dichlorophenyl)-6K^lethyloxyH-({[5-(^^ncthy^P'perid^n-3-yl)-l,2,4-oxadlazol- 
3-yllmethyl}oxy)quinazolin-4-aininc 


157 


^-(3,4-<^ichlorophenyl)-7-({[5-(l,l-dimethylethyl>^,2,4-oxadiazoI-3-ylllnethyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 


158 


Af-(3,4-dichloropheny l)-6-(methyIoxy)-7- { [(2-pheny 1- 1 ,3-thiaz»l-4- 
yl)methynoxy}quinazolin-4-aniine 


159 


7-[(2, 1 ,3-benzothiadiazol-4-ylmetbyl)oxy]-Af-(3,4-dk:hlorophcnyl)-6- 
(methyloxy^quinazolin-4-amine 


160 


N'(3 ,4-dichloropheny l)-7- { [(5-methylisoxazol-3-yl)methyl]oxy } -6- 
(inethyloxy)quina2olin-4-amine 


161 


yV-(3,4-dichlorophenyl)-6-(methyloxy>7-{[(5-methyl-4-phenylisoxa2ol-3- 
vOmethy lloxy } quinazolin-4-amine 


162 


7-[(l,3-benzothiazol-2-ylmethyl)oxy]-iV-(3,4-dichlorophenyl)^Kmethyloxy)quinazolin. 
4-amine , 


163 


7-[(2,l,3-benzoxadiazol-S-ylmethyl)oxy]-A'-(3,4-dichlorophenyl)-6- 
(inethyloxy)auinazolin-4-ainine 


164 


A^-(3,4-dichlorophenyl)-6-(methyloxy)-7K{[2-(2-thienyl)-l,3-thia2ol-4- 
y llmethy 1 } oxy)quinazolin-4-aininc 


165 


Af-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(l-phenyHH-pyrazol-4- 
yl)methyl)oxy } quinazolin-4-amine 


166 


iV-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({5-[3-{trifluoromethyl)phenyl]-l,2,4- 
oxadiazol-3-yl}methyl)oxy]quina2oIin-4-ainine 


167 


iV-(3,4-dichlorophenyl>6-{niethyloxy)-7-[({5-[4-(tnnuoromeUiyl)phenyl]-U,4- 
oxadia2ol-3-yl}inethyl)oxy]quinazolin-4-amine 


168 


7.({[3^4-chlorophenyl)-l,2,4-oxadia2ol-5-yl]methyl}oxy)-Af-(3.4-dichIorophenyI)-6- 
(methvloxvtouinazolin-4-ainine 


169 


7K{[6-bromo-2Kmethyloxy)naphthalen-l-yl]inethyl}oxyW3,4-dichlorophenyl>6- 
(methyIoxy)quinazolin-4-aminc 


170 


Af-(3.4HlichIorophenyI>*-(methyloxy).7-K1.3-thiazol-4.ylmethyl)oxy]quinazoiin-4- 
amine — 


171 


7-{[(6H;hloropyridin-3-yl)mcthyl]oxy}-A^-(3,4-dichlorophenyl>6^m«rthyloxy)quin^ 
4-ainine 


172 


A^-(3,4-dichlorophenyI)-6KniethyloxyH-t(pyridin-4.yImethyl)oxylquinazoIin-4-amine 


173 


JV.(3,4-dichlorophenyl)-6-(methy)oxy)-7-{[(2-methyl-I,3-thiazol-4- 
yl)methylloxylauinazolin-4-amine ^ ^ — 


174 


7-{[(6-chloro-4H-1.3-bcnzodioxin-8-y!)methyl]oxy)-//-<3.4-dichlorophenyl)-6- 
(inethyloxy)quinazolin-4-aininc . 


175 


7-{[(5^hloro-l-methyl-3-phcnyl-lH-pyra2DW-yOmethy)]oxy}-AfK3.4-dicWoropnen^^ 
6^methvloxY)ouinazoUn-4.amine ZITT^- — FTT- 


176 


Ar-<3,4-dichlorophenyl)^me%loxy)-7-({[l-methyl-3-(trifluorometliyl>lH-tnienou.j- 
c1pyrazol-5-yninethyl}oxy)quinazolin-4-aniine 


177 


A'-(3,4-dichlorophenyl)-6<incthyloxy)-7-{[(3-phenylisoxa2oI-5- 

yPinethyl]oxy}quinazolin-4-amine 


178 


Af-{3.4-dichlorophenyl)-6-(methyloxy)-7-{[(2,4,6- 

trimethylphenvnmethvnoxv}quinazolin-4-amine 


179 


yV-(3,4-dichlorophenyl)-6-(methyioxy)-7-[(pyridin-3-ylmethyl)oxy]quinazolin-4-ainine 


180 


Ar-(3,4-dichlorophenyl)^-(niethyloxy>7-[({3-[4-(inethyloxy)phcnyl]isoxazol-5- 
yl}methyl)oxy1quinazolin-4-aiiiine . — 


181 


Ar-(3.4-dichlorophenyIH<{l5-l(2.4-dichlorophenyl)oxy]-l-inethyl-3-(trifluoromethyl)- 
1 H-pyrazoM-y llmethyl}oxv>-6-(inethyloxy)quinazolin-4-amine 


182 


7.[(cyclopropylmethyl)oxy]-AK3.4-dichlorophenyl)^Kme%loxy)qumazolin-4-am 



221 



wo 2008/076415 



PCT/US2007/025751 



Table 4. Representative EGFR and/or VEGFR Inhibitors 


Entry 


Name 


183 


A'-(3,4-dichlorophenyl)-6-(methyloxy)-7-[(tetrahydrofuran-2-ylmethyl)oxy]quinazolin-4- 


184 




185 


7-[(2-cyc!ohexylethyl)oxy]-AK3,4-dichlorophenyl)-6-(inethyloxy)quina2olin-4-aminc 


186 


74(cyclohexylmethyl)oxy]-7V*{3,4-dichlorophenyl)-6-(inethyloxy)quinazolin-4-amine 


187 


7-[(cyclobutylmethyl)oxy]-W^(3,4-dich1orophenyl)-6-(methyloxy)quinazolin-4-amine 


188 


A^-(3,4-dichlorophenylH-{[2<l,3-<lioxolan-2-yl)ethyl]oxy}-6-(methyloxy)quinazolin-4^ 
amine 


189 


Af-(3,4-dichlorophenyl>7-{[2K1.3-dioxan-2-yl)ethyl]oxy}-6Kmethyloxy)quinazolin-4- 
amine 


190 


//-(3,4-dichlorophenyl)-6-(methyloxy)-7-[(2-morpholin^-ylethyl)oxy]quinazolin-4- 
amine 


191 


Af-(3 ,4-dich!orophenyl)-6-(inethyloxy)-7-[{2-pyiTolidin- 1 .ylethyl)oxy]quinazolin-4-ainine 


192 


A^-(3,4-dichlorophenyl)-6<methyloxyH-t(2-piperidin-l-ylethyI)oxy]quinazoIin-4-ainine 


193 


isoindole- 1 ,3(2H>dione 


194 


methyl 6-0-(4-[(3,4-dichlorophenyl)araino]-6-(methyloxy)quinazolin-7-yl]-alpha-D- 

glucopyranoside 


195 


A'-(3,4-dichlorophenyl)-6-(methyloxy)-7-[(2-morpholin-4-yl-2-oxoethyl)oxy]quinazolin- 
4-amine 


196 


1 , 1-dimethylethyl 2-[3-({I4-[(3,4-dichlorophenyl)amino)-6- 
{methyloxy)quinazolin-7-ylloxy} methylM ,2,4-oxadiazol-5-yllpiperidine- 1 -carboxylate 


197 


1 , 1 -dimethylcthyl 4-[3-({[4-[(3,4-dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-ylloxy}methvl)-l,2.4-oxadia2ol-5-yllpiperidine-l-carboxylate 


198 


/V-(3,4-dichlorophenyl)-6-(mcthyloxy)-7-<{[4-(4-pyiTolidin-l-ylphenyl>1.3-thiazBl-2- 
y llmethy 1 } oxy)quina2olin-4-amine 


199 


A^<3,4-dichlorophcnyl)-7-(({4-[4-(diethylamino)phenyl]-l,3-thia2ol-2-yI}raethyl)oxy]-6- 
(methyloxy)quinazolin-4-amine 


200 


5-[2-({[4-[(3,4-dichlorophenyl)amino]-6-(mcthyloxy)quinazolin-7-yl]oxy}methyl)-l,3- 
thia2ol-4-yl]-2-hydroxybcnzamide 


201 


iV-(3,4-dichlorophenyl)-6-(methyloxy)-7.{t{4-pyridin.3-yl-l,3.thiazol-2- 
y l)methy lloxy } quinazolin-4-amine 


202 


Ar-(3,4-dichlorophenyl)-6-(methyIoxy)-7-{l(4-pyridin-2-yH,3-thiazol-2- 
yl)methyl]oxy}quinazolin-4-amine 


203 


Ar-(3>4-dichloropheny l)-6-(mcthyloxy)-7- { [(4-pyridin-4-y 1- 1 ,3-thia20l-2- 
yl)methyl1oxy}quinazolin-4-amine 


204 


W-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(2-morpholin-4-yM.3-thiazol-4- 
yl)methyl]oxy}quina2olin-4-amine 


205 


//-(3,4-dichlorophenyl)-6-(mcthyIoxy).7-{[(3-morpholin-4-yl-l,2,4-oxadiazol-5- 
yl)methy ijoxy } quinazolin-4-amine 


206 


A^-(3,4-dichlorophenyl>7-({[3-(dimethyIamino)-I,2,4-oxadia»l-5-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-aminc 


207 


iV-{3.4-dichlorophenyl)-6-(methyloxy)-7-t({4-[(4-methylpiperazin-l-yl)niethyl]-l,3- 
thia2ol-2-yl}methyl)oxy1quinazolin-4-amine 


208 


A^-(3,4-dichlorophenyl)-6-(methyloxy)-7-[(4,5,6,7-tetrahydro[l,3]thiazolo(5,4-c]pyridm- 
2-ylmethyl)oxylquinazolin-4-aminc 


209 


AK3,4-dichlorophenyl)-6-(mcthyloxy)-7-<{[4-(morpholin-4-ylmethyl>l,3-thiazol-2- 
yl]methyl>oxy)quinazolin-4-amiiie 
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210 


A^K3,4-dichloit>phemylH-K{4-((4-inethyl-l,4-dia2epan-l-yl)methyl]-l,3-thiazol-2- 
yUmethyl)oxyl-6-(methyloxy)quinazolin-4-aminc 


211 


A^-(3,4.dichlorophenyl)-6-(niethyloxy)-7-{[(5-{[(phenylmethyl)oxy]methyl}-U,4. 
oxadiazol-3-yl)methyl]oxy}quinazolin-4-amine 


212 


;V-(3,4-dichlorophenyl>7-{[(4-ethylinorpholin-2-yl)tnethyl]oxy}-6- 
(inethyloxy)quinazolin-4-ainine 


213 


//-(3 ,4-dichlorophenyl)-6-(melhyloxy)-7- { l(2-piperidin-4-yl- 1 ,3-thiazol-4- 
yl)methy l]oxy } quinazolin-4-amine 


214 


AK3,4-dichlorophenyl)-6-(methyloxy)-7-({[2-(l-methylpiperidin-4-yl)-l,3-thiazol-4- 
yl]tnethyl}oxy)quinazolin-4-aininc 


215 


l,l-dimethylethyl4-[5-({[4-[(3.4-dichIorophenyl)amino]-6-(methyloxy)quina2olin-7- 
ynoxy}methyl)-l,2,4-oxadiazol-3-ynpiperazinc-l-carboxylate 


216 


jV-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(3-piperazin-l-yl-l,2,4-oxadiazol-5- 
yl)methyl]oxy}quinazolin-4-amine 


217 


Ar-(3,4-dichlorophenyl)-6Kme*hyloxy)-7K{[3-(4-methylpipera2in-I-yl)-1.2,4-oxadiazol- 
5-yllmethyUoxy)quinazolin-4-amme 


218 


A^-(3,4-dichloTOphenyl>7<{[5<l-ethylpiperidin-2-yl)-l.2.4-oxadiazol-3-yl]methyl}oxy)- 
6-(methyloxy)quinazolin-4-aniine 


219 


yV-<3,4-dichlorophenyl>7-({[3-(4-ethylpipera2in-I-yl)-I^,4-oxadiazol-5-yIlmethyl}oxy> 
6-(methyloxy)quinazolin-4-ainine 


220 


A'-(3,4-dichlorophenyl)-6-<inethyloxy)-7-[({5-l4-(methyloxy)phenyl]-l,2,4-oxadiazol-3- 
yl}inethyl)oxy]quinazolin-4-aminc 


221 


yv-<3,4-dichlorophenyl)-6-(methyioxy)-7-[({2-[4-{trifluoromethyl)phenyl]-l,3-thiazo1-4. 
yl } methy l)oxy1quinazolin-4-aniine 


222 


7-({[2-(4-chlorophenyl>l,3-thiazol-4-yl]m€thyI}oxy)-A^-(3,4-dichloropbenyl)-6- 
(methyloxy)quinazolin-4-aniine 


223 


yV-(3,4-dichlorophenyl).7-({l5-{3,5-dimethylisoxazol-4-yl)-1.2,4-oxadiazol-3- 
ynmethyl}oxy)-6-(methyloxy)quinazolin-4-ainine 


224 


7-{[(5-chloro-l-benzothien-3-yl)methyl]oxy}-JV-(3.4-dichlorophenyl)-6- 
(methyloxy)quina2olin-4-aininc 


225 


A^-(3,4-dichlorophenyl)-7-[({3-[4-( 1 , 1 -dimethylethyl)phenyl]- 1 ,2,4-oxadiazQl-5- 
yl}methyl)oxy]-6-(tnethyloxy)quinazolin-4-ainine 


226 


iV-(3,4-dichlorophenyl)-6-(methyloxy)-7-l({5-t2-<niethyloxy)phenyl]-l,2,4-oxadiazol-3- 
yl}niethyl)oxy]quinazolin-4-amine 


227 


yv-(3,4-dichlorophenyl)-6-(inethyloxy)-7-({I5-(4-niethylphenyl)-l,3,4-oxadiazol-2- 
yl]methyl } oxy)quinazo1in-4-ainine 


228 


/V-(3,4-dichlorophcnyl)-6-(methyloxy>7-({[l-<phenylmethyl)-lH-imidazol-2- 
y llmethy 1 } oxy)quinazolin-4-amine 


229 


A/-(3,4-dichlorophenyl>-7-({[3-(2,6-dichlorophcnyl)-5-methyUsoxazoM-yl]methyl}oxy)- 
6-^methyloxy)quinazolin-4-ainine 


230 


/\^-(3,4-dichlorophcnyI)-7-{[(6-nuoro^H-l,3-benzodioxin.8-yl)methyl]oxy}-6- 
(inethyloxy)quinazolin-4'ainine 


231 


7-{t(3.5-dibromophenyl)methyl]oxy}-/VK3.4slichlorophenyl)-6-(niethyloxy)quinazolin- 
4-ainine 


232 


A^<3,4-dichlorophenyl)-7-{l(2.6-difluorophenyl)inethylloxy}-6-(tnethyIoxy)quinazoliii- 
4-amine 


233 


A^-(3,4-dichlorophenyI>6-(incthyloxy)-7-t({3-I(P>Tidin-2-ylsulfonyl)methyl]-l,2,4- 
oxadiazol-5-yl}methyl)oxylquinazolui-4-aminc 


234 


^-(3,4-dichlorophcnyl)-6-(methyloxy)-7-{[(5-phenyl-l,2.4-oxadiazol-3- 
y l)methy lloxy } quinazolin-4-ainine 


235 


7-({[4-chloro-2-(trifluoromethyl)quinolin-6-yl]methyl}oxy)-yV-(3.4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-aiiiine 
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236 


A^-(3,4-dichlorophenyl)-6-(jnethyloxy)-7-{l2-(l-methylpyiToIidin-2- 
Yl)ethylloxy)quinazolin-4-aniine 


237 


Af-(3,4-dichlorophenyl)-7-({[5-(l-ethylpiperidin-4-yl)-l,2,4-oxadiazol-3-yl]methyl}oxy)- 
6-(methyloxy)quinazolin-4-ainine 


238 


N-(3,4-dichlorophenyl)-7-({[5-(l-ethylpiperidin-3-yl)-l,2,4-oxadiazol-3-yl]methyl)oxy)- 
6-{methyloxY)quina2olin-4-ainine 


239 


iV.{3,4-dichlorophenyl)-7-({[2-{dimethylamino)-l,3-thiazol-4-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-ainine 


240 


//-(3,4-dichlorophenyl)-7-{[{4-cthyl-l,4-oxazcpan-2-yl)methyl]oxy)-6- 
fmethvloxy)quina2olin-4-aniine ^ . ^ 


241 


;V-(3,4-dichlorophenyl)-7-({[2-(l-€thylpiperidin-4-yI)-l,3-thiazoM-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine ^ _ — 


242 


N-(3.4-dichlorophcnyl)-6Kmcthyloxy)-74({3-[(2S>pyiTolidm-2-yl]-l,2,4s»xadiazol-5 
y)}methyI)oxv1quinazolin-4-amine . — 


243 


;V-(3,4-dichlorophenyI)-6-(mcthyloxy)-7-[({2-[(2S)-pyrroii<iin-/-yiJ-i,i-ihiazol-4- 
yl>niethyl)oxy1quinazolin-4-aniine 


244 


[4-({[4-[(3,4-dichlorophenyl)animo]-6-(methyloxy)quinazoliii-7.ylJoxy>methyi>-i.j- 
thiazol-2-yl]methvl benzoate 


245 


[4-({[4-[(3,4-dichlorophenyl)ainino]-6-(methyIoxy)quinazoliii.7.ylloxy}methyI)-i.3- 
thiazol-2-yl1methanol 


246 


N-0 4-dichloroplienyl)-6-(inethyloxy)-7-{[(5-methyl-4,5,6,7-tetrahydrolI,3Jthia20lol3.4- 
clDvridin-2.yl)methynoxv}qui«azolM..4-arnine 


247 


A/-(3,4-dichlorophenyl)-6-(niethyloxy)-7-t({2-[(4S)-l,3-thiazolidm-4.yl]-l,3-thiazoM- 
yllmethyl)oxvlc|uinazolin-4-ainine ^ — 


248 


)v-(3,4.dichlorophenyl>6-(methyloxy)-7-{l(2-pipendm-2-yl-1.3-thiazoi-4- 
ynmethylloxY^uinazolin-4-atnine , _ 


249 


iV<3,4-dichJorophenyl>6-(inethyloxy)-7-({[2-(l-methylpiperiain-i-yu-i.J-iniazol-4- 
yl)n.ethYl)oxy)quinazolin.4.aniine , , n thi^^^lwi 


250 


/V-(3,4-dichlorophenyl)-6-(methyloxyH-{[(2-pipendm-3-yl-l,3-ttiiazol-4- 
vninethvlloxv}qu»nazolin-4-amine , — — 


251 


;V-(3,4-dichlorophenyl)-6-(mcthyloxy)-7-({[2-(l-niethylpiperidino-yl;-l,J-.l..<»^l-4- 
vnmethyl}oxy)quinazoIin-4-ainine , . „n^.,hvUnvv-> 6 


252 


Af-(3,4-dichlorophenyl)-7-({[2-(|.ethylpipendin-2-yl>l,3-thia20l-4.yljmetny.>oxy;-o- 
rmethvloxy)quinazolin-4-amine , , lw.wu»vv^ 


253 


Af-(3.4.dichlorophenylH-({[2-(l-ethylpiperidin-3-yl).1.3-thiazoM-ylJmetftyi)oxy>-o- 
fmethvloxv)auinazolin-4-amine __ 


254 


A^-(3,4-dichlorophenyl)-7-[({3-[{2S>l-ethylpyrrolidin-2-yll-l.2.4-oxa<liazoio- 
vl>inethyl)oxy1-6-(methyloxY)quina2olin-4-aming . 


255 


iV-{3.4-dichlorophcnyl)-7-(((2-[(2S)-l-cthylpynolidin-2-y!]-1.3-aiiazol-4. 
yl)n.ethvl)oxy1-6.(methYloxY)quina^lin-4-^^ ,. ,i>.i„„.»rs d cinvridin 2- 


256 


/V-(3,4-dichlorophenyl)-7-{[(5-ethyl-4.5.6,7-tetrahyaroii.JJiniazoiol5,4-c]pyndin-2- 
vl)rn^thyllnxvt-6-fmethvloxvViuinazolin-4-amine 


257 


JV-(3,4-dichlorophenyl>6-(methyloxy)-7-{l(4-propyH.4-oxazepan-Z- 
vnniethylloxy}quinazolin-4-ainjne j 


258 


-7 /ff/i r».,»io,».-».«uir>i^thvn.i 4-oxazeoan-2-vllmethvlloxy)-yv-(3,4-dichloropnenyl)-o- 
7-{{[4-{cyclopropyinicinyiy-i,'f-OAii«piMi ^ jrijiiwui/ij*''*^/ * \ > r * 

rinethvloxv)quinazolin-4-amine , 


259 


Af.(3,4.dichlorophenyl>6-(n,ethyloxy)-7-[({4-[2-{methyloxy)ethyl]-1.4-oxazepan-2- 
YUmethyl)oxv1quinazolin-4-ainine — __ 


260 


A^-(3,4-dichlorophenyl>7-({[4-(l-ineiliylethyl)-l,4-oxazepan-2-yijnietnyi)oxy)-6- 
(methyloxY')quinazolin-4-aminc 


261 


iV-(3,4-dichlorophenyl>6KmethyloxyH-{((2-piperazin.l -yH ,3-«iiazoi-4. 
yl)methyl]oxY>quinazolm-4-aminc 1 
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Table 4. Representative EGFR and/or VEGFR Inhibitors 


Entry 


Name 


262 


/V-(3,4-dichIorophenyl)-6-(meihyloxy)-7-{[(5-pynoIidin-2-yl-l,2,4-oxadiazol-3- 
yl)inethylloxy}quinazoIin-4 -amine 


263 


A'-(3,4-dichlorophenyl)-7-({(5-(l-ethylpyrrolidin-2-yl)-I,2,4-oxadiazol-3- 
yI]mcthy1}oxy>6-(methyloxy)quinazolin-4-aininc 


264 


A'-(3,4-dichlorophenyl)-6-{methyloxy)-7-[({3-[{2S)-l-inethylpyrrolidin-2-yl]-l,2,4- 
oxadiazol-5-yl}niethyl)oxy1quinazolin-4-amine 


265 


W-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({2-[(2S)-l-niethylpyrrolidin-2-yl]-l,3-thiazol- 
4-yl}methyl)oxy]quinazolin-4-amine 


266 


A'-(3,4-dichlorophenyI)-7-({[2-(4-ethylpiperazin-l-yl)-l,3-thiazoM-yJ]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amtne 


267 


jV-(3,4-dichlorophenyl)-7-{[(l,4-dimethylpiperazin-2-yl)niethyI]oxy}-6- 
(inethyloxy)quinazolin-4-amtne 


268 


7-{[(4-cyclopentylinoq)holin-2-yl)methyl]oxy}-Af-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4*atnine 


269 


Ar.(3,4-dichlorophenyl>7-({[4-(I-inethylethyl)morpholin-2-yl]inethyl}oxy)-6- 
(methyloxy)quinazolin'4-atnine 


270 


/\^-(3,4-dichlorophenyl>-6-(m«%loxy)-7-({[4-(3-phenylpropyl)morpholin-2- 
yl]methyl}oxy)quinazolin-4-ainine 


271 


A'-(3,4-dichlorophenyl)-6-(methyloxy)-7-[({4-[2-(inethyloxy)ethyl]morphoIin-2- 
yl ) niethyl)oxy]quinazolin-4-ainine 


272 


ethyl 2-[2-({(4-[(3,4-dichlorophenyl)ainino]-6-(methyloxy)quina2olin-7- 
yl]oxy}methyl)morpholin-4-yIlpropanoatc 


273 


A^-(3,4-dichlorophenyl)-7-{[(4-hex-5-en-1-ylmorpholin-2-yl)inethyl]oxy}-6- 
(methyloxy)quinazolin-4-amine 


274 


2-( {2-[2-( { [4-[(3,4-dichlorophenyl)ainino]-6-(methyIoxy)quinazoIin-7- 
yl]oxy}methyl)morpholin-4-yl1ethyUoxy)ethanol 


275 


yl1oxy}niethyl)niorpholin-4-yl1propanoate 


276 


yl]oxy}tnethyl)inoipho1in-4-yl]hexanenitrile 


277 


N-(3 ,4-dichIoropheny l)-6-(methy loxy)-7-( { [4-(tetrahydro-2H-pyran-2- 
ylmethyl)morpholin-2-yl]methyI}Qxy)quina2olin-4-amine 


278 


4-[2-({[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazolin-7- 
ylloxy}methyl)morpholin-4-yl]butanenitrile 


279 


Af-(3,4-dichlorophcnyl)-7-[({4-((4-fluorophenyl)methyl]morpholin-2-yl}methyl)oxy]-6- 
(methyloxy)quinazolin-4-aniine 


280 


methyl 5-[2-({[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quina2olin-7- 
yl]oxy}methyl)morpholin-4-yl]pcntanoatc 


281 


Af-(3,4-dichlorophenyl)-6-(methyloxy)-7-{[(4-oct-7-en-l-ylmorpholin-2- 
yt)methyl]oxy } quinazolin-4-amine 


282 


^^-(3,4-dichlo^ophenylH-(methyloxy)-7-{[(4-propylmoIphoiin-2- 
yl)methyl]oxy}quinazolin-4-amine 


283 


yl1oxy}methyl)morpholin-4-yl1hexan*l-ol 


284 


7-{[(4'acetylmorpholin-2-yl)methyl]oxy}-Af-(3,4-dichlorophenyl)-6- 
(melhyloxy)quinazolin-4-aminc 


285 


7-({[4-(cyclopropylmethyl)moipholin-2-yl]methyl}oxy)-^-(3,4-dichlorophenyl)-6- 
(methyloxy)quinazolin-4-amine 


286 


Af-(3,4-dichlorophenyl)-6-{methyloxy)-7-{[(4-prop-2-yn-l-ylmoipholin-2- 
yl}methyl]oxy}quinazolin-4-amine 


287 


yv<3,4-dichlorophenylHS-{methyloxy)-7-{[(4-pyridin-4-ylmorpholin-2- 
yl)methynoxy}quinazolin'4-amine 
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